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TITLE OF THE INVENTION 

CATHEPSIN CYSTEINE PROTEASE INHIBITORS 

BACKGROUND OF THE INVENTION 
5 A variety of disorders in humans and other mammals involve or are 

associated with abnormal bone resorption. Such disorders include, but are not linaited 
to, osteoporosis, glucocorticoid induced osteoporosis, Paget's disease, abnormally 
increased boiie turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 
arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 

10 bone disease, hypercalceirda of malignancy, and multiple myeloma. One of the most 
common of these disorders is osteoporosis, which in its most frequent manifestation . 
occurs in postmenopausal women. Osteoporosis is a systemic skeletal disease 
characterized by a low bone mass and microarchitectural deterioration of bone tissue, 
. with a consequent increase in bone fragihty and susceptibility to fracture. 

15 Osteoporotic fractures are a major cause of morbidity and mortality in the elderly 
population. As many as 50% of women and a third of men will experience an 
osteoporotic fracture. A large segment of the older population already has low bone 
density and a high risk of fractures. There is a significant need to both prevent and 
treat osteoporosis and other conditions associated with bone resorption. Because 

20 osteoporosis, as well as other disorders associated with bone loss, are generally 
chronic conditions, it is believed that appropriate therapy will typically require 
chronic treatment. 

Osteoporosis is characterized by progressive loss of bone architecture 
and mineralization leading to the loss in bone strength and an increased fracture rate, 

25 The skeleton is constantly being remodeled by a balance between osteoblasts that lay 
down new bone and osteoclasts that breakdown, or resorb, bone. In some disease 
conditions and advancing age the balance between bone formation and resorption is 
disrupted; bone is removed at a faster rate. Such a prolonged imbalance of resorption 
over formation leads to weaker bone structure and a higher risk of fractures. 

30 Bone resorption is primarily performed by osteoclasts, which are 

multinuclear giant cells. Osteoclasts resorb bone by forming an initial cellular 
attachment to bone tissue, followed by the formation of an extracellular compartment 
or lacunae. The lacunae are maintained at a low pH by a proton-ATP pump. The 
acidified environment in the lacunae allows for initial demineralization of bone 

35 followed by the degradation of bone proteins or collagen by proteases such as cysteine 

-1 - 
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proteases. See Delaisse, J. M, et al, 1980, Biochem J 192: 365-368; Delaisse, J. et aL, 
1984, Biochem Biophys Res Commun :441-447; Delaisse, J. M. et aZ.,1987, Bone 
8:305-313, which are hereby incorporated by reference in their entirety. Collagen 
constitutes 95 % of the organic matrix of bone. Therefore, proteases involved in 
5 collagen degradation are an essential component of bone turnover, and as a 
consequence, the development and progression of osteoporosis. 

Cathepsins belong to the papain superfamily of cysteine proteases. 
These proteases function in the normal physiological as well as pathological 
degradation of connective tissue. Cathepsins play a major role in intracellular protein 

10 degradation and turnover and remodeling. To date, a number of cathepsin have been 
identified and sequenced from a number of sources. These cathepsins are naturally 
found in a wide variety of tissues. For example, cathepsin B, F, H, L, K, S, W, and Z 
have been cloned. Cathepsin K (which is also known by the abbreviation cat K) is 
also known as cathepsin O and cathepsin 02. See PCT Application WO 96/13523, 

15 Khepri Pharmaceuticals, Inc., published May 9, 1996, which is hereby incorporated by 
reference in its entirety. Cathepsin L is implicated in normal lysosomal proteolysis as 
well as several disease states, including^ but not limited to, metastasis of melanomas. 
Cathepsin S is implicated in Alzheimer's disease and certain autoimmune disorders, 
including, but not limited to juvenile onset diabetes, multiple sclerosis, pemphigus 

20 vulgaris. Graves' disease, myasthenia gravis, systemic lupus erythemotasus, 

rheumatoid arthritis and Hashimoto's thyroiditis; allergic disorders, including, but not 
limited to asthma; and allogenic immunbe responses, including, but not limited to, 
rejection of organ transplants or tissue grafts. Increased Cathepsin B levels and 
redistribution of the enzyme are found in tumors, suggesting a role in tumor invasion 

25 and matastasis. In addition, aberrant Cathpsin B activity is implicated in such disease 
states as rheumatoid arthritis, osteoarthritis, pncumocystisis carinii, acute pancreatitis, 
inflammatory airway disease and bone and joint disorders. 

Cysteine protease inhibitors such as E-64 (rra/z^-epoxysuccinyl-L- 
leucylamide-(4-guanidino) butane) are known to be effective in inhibiting bone 

30 resorption. See Delaisse, J. M. et aL, 1987, Bo7ie 8:305-313, which is hereby 

incorporated by reference in its entirety. Recently, cathepsin K was cloned and found 
specifically expressed in osteoclasts See Tezuka, K. et aL, 1994, J Biol Chem 
269:1106-1109; Shi, G. P. et a/., 1995, F£B5Z^/r 357:129-134; Bromme, D. and 
Okamoto, K., 1995, Biol Chem Hoppe Seller 376:379-384: Bromme, D. et aL, 1996, 

35 J Biol Chem 271:2126-2132; Drake, F. H. et aL, 1996, J Biol Chem 271:1251 1- 
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12516, which are hereby incorporated by reference in their entirety. Concurrent to the 
cloning, the autosomal recessive disorder, pycnodysostosis, charactemzed by an 
osteopetrotic phenotype with a decrease in bone resorption, was mapped to mutations 
present in the cathepsin K gene. To date, all mutations identified in the cathepsin K 
5 gene are known to result in inactive protein. See Gelb, B. D. et al., 1996, Science 
273: 1236-1238; Johnson, M. K et al,, 1996, Genome Res 6:1050-1055, which are 
hereby incorporated by reference in their entirety. Therefore, it appears that cathepsin 
K is involved in osteoclast mediated bone resorption. 

Cathepsin K is synthesized as a 37 kDa pre-pro enzyme, which is 

10 localized to the lysosomal compartment and where it is presumably autoactivated to 
the mature.27 kDa enzyme at low pH. ^ee McQueney, M. S. et al. , 1997, / Biol 
Chem 272: 13955-13960; Littlewood-Evans, A. et al, 1991, Bone 20:81-86, which are 
hereby incorporated by reference in their entirety. Cathepsin K is most closely related 
to cathepsin S having 56 % sequence identity at the amino acid level. The S2P2 

15 - substrate specificity of cathepsin K is similar to that of cathepsin S with a preference 
in the P 1 and P2 positions for a positively charged residue such as arginine, and a 
hydrophobic residue such as phenylalanine or leucine, respectively. 5eeBromme,D. 
et al, 1996, J Biol CkemZIl: 2126-2132; Bossard, M. J.et al,l996,J Biol Chem 
T1\:.V15\1-V251A, which are hereby incorporated by reference in their entirety. 

20 Cathepsin K is active at a broad pH range with significant activity between pH 4-8, 
thus allowing for good catalytic activity in the resorption lacunae of osteoclasts where 
the pH is about 4-5. 

Human type I collagen, the major collagen in bone is a good substi-ate 
for cathepsin K. See Kafienah, W., et al, 1998, Biochem J 331:121-132, which is 

25 hereby incorporated by reference in its entirety. In vitro experiments using antisense 
oligonucleotides to cathepsin K, have shown diminished bone resorption in vitro, 
which is probably due to a reduction in translation of cathepsin K mRNA. See Inui, 
T., et al, 1997, J Biol Chem 272:8109-81 12, which is hereby incorporated by 
reference in its entirety. The crystal structure of cathepsin K has been resolved. See 

30 McGrath, M. E., et al, 1997, Nat Sti-uct Biol 4:105-109; Zhao, B., et al, 1991, Nat 
Struct Biol 4: 109-1 1 , which are hereby incorporated by reference in their entirety. 
Also, selective peptide based inhibitors of cathepsin K have been developed See 
Bromme, D., etal., 1996, Biochem 7315:85-89; Thompson, S. K., et al,1991, Proc 
Natl Acad Sci USA 24:14249-14254, which arc hereby incorporated by reference in 

35 their entirety. Accordingly, inhibitors of Cathepsin K can reduce bone resorption. 
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Such inhibitors would be useful in treating disorders involving bone resorption, such 
as osteoporosis. 

SUMMARY OF THE INVENTION 
5 The present invention relates to compounds that are capable of treating 

and/or preventing cathepsin dependent conditions or disease states in a mammal in 
need thereof. One embodiment of the present invention is illustrated by a compound 
of Formula I , and the pharmaceutically acceptable salts and stereoisomers thereof: 

10 L 

DETAILED DESCRIPTION OF THE INVENTION 

The present invention relates to compounds of the following chemical 

. formula: 

15 n qR R 

wherein Rl is hydrogen, Ci-6 alkyl or Ci-6 alkenyl wherein said alkyl and alkenyl 
groups are optionally substituted with halo; 

R2 is hydrogen, Ci.6 alkyl or Ci-6 alkenyl wherein said alkyl and alkenyl groups are 
20 optionally substituted with halo; 

or Rl and R2 can be taken together with the carbon atom to which they are attached to 
forai a C3-S cycloalkyl ring wherein said ring systeni is optionally substituted with 
Ci-6 alkyl, hydroxyalkyl orbalo; 

R3 is hydrogen, Ci-6 alkyl or C 1-6 alkenyl wherein said alkyl and alkenyl groups are 
25 optionally substituted with C3_6 cycloalkyl or halo; 

R4 is hydrogen, Ci_6 alkyl or Ci.6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with C3-6 cycloalkyl or halo; 

or R3 and R4 can be taken together with the carbon atom to which they are attached to 
fomi a C3-8 cycloalkyl ring, C5-8 cycloalkenyl ring, or five to seven membered 
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heterocyclyl wherein said cycloalkyl, cycloalkenyl and heterocyclyl groups are 
optionally substituted with Ci.6 alkyl. halo, hydroxyalkyl, hydroxy, alkoxy or keto; 
X is selected from the group consisting of KH, NR6, .NHSO2-, O, -C(R7)(R8)0-, 
-OC(R7)(rS)., -C(R7)(r8)C(R7)(r8)0-, S, SO2. -C(R7)(R8)S-, -SC(R7)(r8)-, ' : 
5 C(R7)(RS)S02. S02C(R7)(r8)_, -C(R7)(r8)., .c(R7)(r8)N(R7)-, - 
N(R7)C(R7xr8)-; R6 is C1.6 alkyl; 

or R6 and r4 can be taken together with any of the atoms to which they may be 

attached or are between them to form a 4-12 membered heterocyclyl ring system 
wherein said ring system, which may be monocyclic or bicyclic, is optionally 
10 substituted with Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, keto, 0R7, SR7 or N(R7)2; 
R7 is hydrogen or C 1-6 alkyl; ' 
R8 is hydrogen or C 1-6 alkyl; 

D is aryl, heteroaryl. C3.8 cycloalkyl or heterocyclyl wherein said aryl, heteroaryl, 
cycloalkyl and heterocyclyl groups, which may be monocyclic or bicyclic, are 
15 optionally substituted on either the carbon or the heteroatom with one to three 
substituents selected from hydrogen, halogen, Ci-io alkyl, C3-8 cycloalkyl, aryl, 
arylCi-8 alkyl. amino, amino Ci-g alkyl, C1-3 acylamino, Ci-3 acylamino Ci.g 

alky], Ci-6 alkylamino, Ci-e alkylamino Ci-8 aJkyI, Ci-6 dialkylainino, C1.6 
dialkylamino-Ci_8 alkyl, C1-4 alkoxy, Ci^ alkoxy Ci-6 alkyl, hydroxycaibonyl, 
20 hydroxycarbonyl Ci_6 alkyl, C1-5 alkoxycarbonyl, Ci_3 alkoxycaibonyl Ci-6 alkyl, 
hydroxycarbonyl C1.6 alkyloxy, hydroxy, hydroxy Ci-6 alkyl, cyano, trifluoromethyi, 
0x0 and Ci_5 alkylcarbonyloxy; 

E is aryl, heteroaryl, C3-8 cycloalkyl or heterocyclyl wherein said aryl, heteroaryl, 
cycloalkyl and heterocyclyl groups, which may be monocyclic or bicyclic, are 

25 optionally substituted on either the carbon or ihc heteroatom with one to three 

substituents selected from hydrogen, halogen, C|.i() alkyl, C3-8 cycloalkyl, aryl, 
arylCi-8 alk-yl, amino, amino Ci-S alkyl, C1.3 acylamino, C1-3 acylamino Cj-S 
alkyl, C1.6 alkylamino, Cj^e allcylamino Ci-S alkyl, Ci-6 dialkylamino, C1.6 
dialkylamino-Ci_8 alkyl, Ci_4 alkoxy, C1.4 alkoxy C1.6 alkyl, hydroxycarbonyl, 

30 hydroxycarbonyl Ci-e alkyl, C1-5 alkoxycarbonyl, C1.3 alkoxycarbonyl Ci-6 alkyl, 
hydroxycarbonyl Ci-e alkyloxy, hydroxy, hydroxy Ci-6 alkyl, cyano, trifluoromethyi, 
0x0 and Ci-5 alkylcarbonyloxy; 

R5 is hydrogen, Ci_6 alkyl, C2.6 alkenyl. C1.6 alkyloxy, halo, nitro, amino, cyano, 
aryl, heteroaryl, C3_8 cycloalkyl, heterocyclyl. -C(0)0R7, -C(0)OSi[CH(CH3)2]3, - 
35 OR7. -C(0)R7, - r7c(0)R9, -C(0)R9, -C(0)N(R7)(r8), -C(0)(R7)N(R7)(R8), . 

-5- ' ■ . 



BNSDOCID: <WO___(}2069901A2_I_> 



wo 02/069901 



PCT/US02/06533 



SR7, .SR9, -R7sr9, .r9, -C(R9)3, -C(R7)(R8)N(R9)2 , -NR7cONR7S(0)2R9, - 
S02R7, -S02R9, -S02N(R7)(RS), .S02CH(R7)(R8), -OS02R7, - 
N(R7)C(0)NR7r9, .N(R7)C(0)R7, -N(R7)C(0)0R7, -N(R7)S02R7, - 
C(R7)(r8)nr7c(R7)(rS)r9, -C(R7)(RS)N(r7)r9, C(R7)(r8)N(R7)(r8), - 
5 C(Ra)(Rb)NRaC(Ra)(Rb), -C(Ra)(Rb)N(Ra)(Rb), -C(Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), 
-C(0)C(Ra)(Rb)N(Ra)(Rb), e(0 )C(Ra)(Rb)S(Ra)(Rb), C(Ra)(Rb)C(0)N(Ra)(Rb); 
wherein the above R5 groups can be opiionall y substituted on either the carbon or the 
heteroatom with one to five subsiiiuenis independently selected from the group 
consisting of Ci-6 alkyl, aryl, halo, -0R7, -O(aryl), -NO2, -NH2, -NHS(0)2R6, - 

10 . C(R7)(R8)N(R7)(rS)^ -C(Ra)(Rb)C(0)N(Ra)CRb), >N(R7)C(R7)(RS), . 
NH(CH2)20H, -NHC(0)0R7, Si(CH3)3, hetcrocyclyl and heteroaryl; 
R9 is selected from the group consisting of ary], ary](Ci-4) alkyl, heteroaryl, 
heteroaryl(Ci-4)alkyl, Cs-Scycloalkyl, C3-Scycloalkyl(Ci-4)alkyl, and 
heterocyclyl(C 1 _4)alkyl ; and 

15 Ra is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (C1.6 alkyl)hydroxyl, hydroxyl, halo, 
aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, wherein said alkyl, aryl, heteroaryl, 
C3-.8 cycloalkyl and heterocyclyl can be optionally substituted on either the carbon or 
the heteroatom with Ci-6 alkyl or halo; 

Rb is hydrogen, C1-.6 alkyl, (Ci-6 alkyl)aryl, (Ci_6 alkyl)hydroxyl, hydroxyl, halo, 
20 aryl, heteroaryl, C3-8 cycloalkyl, heterbcyclyl,wherein said alkyl, aryl, heteroaryl, C3- 
8 cycloalkyl and heterocyclyl can be optionally substituted on either the carbon or the 
heteroatom with Ci-6 alkyl or halo; 

or Ra and Rb can be taken together with the carbon atom to which they are attached or 
are between them to form a C3-S cycloalkyl ring or C3-8 heterocyclyl ring wherein 
25 said 3-8 membered ring system may be optionally substituted with Ci-6 alkyl and 

halo; 

n is independently selected from an integer from one to two; 

provided that when Rl andR2 are taken together with the cai'bon atom to which they 
are attached to form a C3-8 cycloalkyl ring, n is independently selected from zero to 

30 two; 

and provided that when R3 and R4 are taken together with the carbon atom to which 
they are attached to form a C3-8 cycloalkyl ring, n is independently selected from zero 

to two; 
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and provided that when E4 and R6 are taken together with the carbon atom to which 
they are attached to form a C3-8 cycloalkyl ring, n is independently selected from zero 
to two; 

and the phaimaceutically acceptable salts and N-oxide derivatives thereof. 
^ In an embodiment of the invention, X is NR6 and R6 and R4 can be 

taken together with any of the atoms to which they may be attached or are between 

them to form a ^8 membered heterocyclyl ring system wherein said ring system, 
which may be monocyclic or bicyclic, is optionally substituted with Ci-6 alky], halo, 
hydroxyalkyl. hydroxy, keto, 0R7, sr7 or N(R7)2 .and n is an integer from zero to ' 
10 two. In a further embodiment, R6 and R4 form a pyrolidinyl, which is optionally 

substituted with the substituents mentioned above. In another embodiment, X is NH. 
In another embodiment of the invention X is S. 

In an embodiment of the invention, D is axyl, heteroaryl, C3-8 
cycloalkyl or heterocyclyl wherein said aiy], heteroaryl, cycloalkyl and heterocyclyl 
groups, which may be monocyclic or bicyclic, are optionally substituted on either the 
carbon or the heteroatom with one to three substituents selected from Ci-6 alkyl, halo, 
-0R7, haloalky], haloalkyloxy, cyano, amino, 0x0, methylenedioxy, and nitro. In 
another embodiment of the invention, D is aryl, heteroaryl. C3-8 cycloalkyl or 
heterocyclyl ring system selected from the group consisting of: phenyl, thiophenyl, 
20 oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, triazolyl, tetrazolyl, pyridinyl, 

oxadiazolyl, thiadiazolyl, benzothiazolyl, benzimidazplyl, napthaJenyl, or tetralinyl 
which is optionally substituted on either the carbon or the heteroatom with Ci-6 alkyl, 
halo, -0R7, haloalky], haloalkyloxy, cyano, amino, 0x0, methylenedioxy, and nitro. 
In a funher embodiment, D is phenyl, which is optionally substituted by Ci-6 alkyl or 
25 halo. 

In an embodiment of the invention, E is aryl, heteroaryl, C3_8 
cycloalkyl or heterocyclyl wherein said aryl, heteroaryl, cycloalkyl and heterocyclyl 

groups, which may be monocyclic or bicychc, are optionally substituted on either the 
carbon or the heteroatom with one to three substituents selected from Ci.g alkyl, halo, 

30 -0R7, haloalkyl, haloalkyloxy, cyano, amino, 0x0, methylenedioxy, and nitro. In 
• another embodiment of the invention, E is aryl, heteroaryl, C3.8 cycloalkyl or 
heterocyclyl ring system selected from: phenyl, piperaziny], thiazolyl, 
benzothiophenyJ, quinolinyl, isoquinolinyl, pyrazoly], indolyJ, pyrimidinyl, 
napthalenyl, imidazolyl, benzofuranyl. isobenzofuranyl, benzodioxinyl or furanyl 
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which is optionally substituted on either the carbon or the heteroatom with Ci^6 alkyl, 

halo, -0R7, haloalkyl, haloalkyloxy, cyano, amino, oxo, methylenedioxy, and nitro. 
In a further embodiment, E is phenyl, which is optionally substituted with Ci-6 alkyl 

or halo. 

5 In an embodiment of the invention, Rl and R2 are both hydrogen. In 

another embodiment of the invention, Rl and R2, when on the same carbon atom, can 
be taken together with the carbon atom to which they are attached to forai a 3-8 
membered ring system wherein said ring system is optionally substituted with Ci-6 

alkyl, hydroxyalkyl and halo. Examples of ring systems that can be formed include 
10 cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and cycloheptyl. A preferred 
embodiment is when cyclopropy] is formed. 

In an embodiment of the invention, R3 is Ci-6 alkyl and R4 is H. In a 

futher embodiment of the invention R3 is isobutyl and R4 is H. In another 
embodiment of the invention, R^ and R4, when on the same carbon atom, can be 
15 taken together with the carbon atom to which they are attached to form Cs-g 

cycloalkyl ring, C5-8 cycloalkenyl ring, or five to seven membered heterocyclyl 

wherein said cycloalkyl, cycloalkenyl and heterocyclyl groups are optionally 
substituted with Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto. Examples 

of ring systems that can be formed include, but are not limited to the following, 
20 keeping in mind that the heterocycle is optionally substituted with one or more 

substituents as described above: cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl and 
cycloheptyl. In a further embodiment of the invention, R3 and R4 form a cyclohexyl 
ring. 

In an embodiment of the invention, R4 and r6 are defined such that 
25 they can be taken together with the nitrogen to which they are attached to form a 
monocyclic or bicyclic heterocyclyl with 5-7 members in each ring and optionally 
containing, in addition to the nitrogen, 1 or 2 additional heteroatoms selected from N, 
O and S, said heterocycle optionally substituted with one or more substituents selected 
from Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, keto, 0R7, SR7 or N(R7)2. In a 

30 further example, R4 and R6 are defined such that they can be taken together with the 
nitrogen to which they are attached to form a 5 or 6 membered heterocyclyl ring 
system. Examples of the heterocycles that can thus be formed include, but are not 
limited five or six membered rings containing at least one nitrogen, which is 
optionally substituted with one or more substituents as described above. A preferred 

-8- 
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embodiment is when optionally substituted pyrrolidinyl and piperinyl is formed. A 
more preferred embodiment is when optionally substituted pyrrolidinyl is formed. 

In an embodimcni of the invention, Ra and Rb are defined such that 
they can be taken together with ihc caihcm or nitrogen to which they are attached to 
5 form a monocyclic or bicyclic curbocj cle or heierocycle with 5-7 members in each 
ring. The heterocycle can optionally contain, in addition to the nitrogen, 1 or 2 
additional heteroatoms selected from .N; O and S; Said carbocycle and heterocycle 
can be optionally substituted with one or more substituents selected from Ci_6 alkyl 
and halo. 

. Embodied by the present invention are methods for treating disorders 

_^ related to abnomial bone resoprlion. Such disorders include, but are not limited to, 
osteoporosis, glucocorticoid induced osteoporosis, Paget's disease, abnormally 
increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 
arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 
15 bone disease, hypercalcemia of malignancy, and multiple myeloma. Aprefeixed 

embodiment includes metiiods for treating osteoporosis and metastatic bone disease. 
A more prieferred embodiment includes methods for treating osteoporosis. 

Specific embodiments of the present invention includci but are not 

linodtedto: 

20 (4S)-l-(3-bromophenyl)-N-cyanomethyl)-4-methyl-prplinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-(4'-piperazin-l-yl-l,l'-biphenyl-3-yl)-L- 
prolinamide; 

(4S)-N-(l-cyanocyclopropyl)-4-methyl-l-(4'-piperazin-l -yl-l,r-biphenyl-3-yl)-L- 
prolinamide; 

25 (4S)-l-(l,l'-biphenyl-3-yl)-N-(cyanomethyl)-4-methyl-L-prolinamide; 

(4S)-I-(4-chloro-l,l'-bipheny]-3-yl)-N-(cyanomethyI)-4-methyl-L-prolinamide; 
(4S)-N-(cyanomethyl)-l-[3-(3,3.dimethylbut-l-ynyl)phenyl]-4-methyl-L-prolinamide; 

(4S)-N-(cyanomethyl)-l-[3^(3-hydroxy-3-methylbut-l-ynyl)phenyl]-4-methyl-I^ 
prolinamide; 

30 N-(cyanomethyl)-l-(l-phenyl-lH-tetraazol-5-yl)piperidine-2-carboxamide; 

(4S)-l-(5-bromo-2-chlorophenyl)-N-:(cyanomethyI)-4-methyl-L-prolinamide; 

(4S)-l-(3-bromo-4-chlorophenyl)-N-(cyanomethyl)-4-methyl-L-prolinamide; 

(4S)-l-(6-chloro-l,l'-biphenyl-3-yl)-N-(cyanomethyI)-4-methyl-L-proIinamide; 

1 -(5-bromo-2-chlorophenyl)-N-(cyanomethyl)piperidine-2-carboxamide; 
35 l-(3-bromo-4-chIorophenyl)-N-(cyanomethyl)piperidine-2-carboxamide; 
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l-(4-chloro-lJ -biphenyl-3-yl)-N-(cyanomethyl)piperidine-2-carboxam 
(4S)- 1 -(2-chlorophenyl)-N-(cyanomethyl>4-metiiyl-L-prolinaim 
(4S)-l-(6-chloro-4-piperazin-l-yl-14-biphenyl-3-yl)-N-(cyanomethyl)^ 
prolinainide; 

5 1 -(3-bromophenyl)-N-(cyanomethy])-D-pro]inami de; 

(4S)- l-(4-chloro-4 -piperazin-l-yl-1 J -biphenyl-3-yl)-N-(cyanomethyl)-^ 
prolinamide; 

N-(cyanomethyl)- 1 -(4 -piperazin- 1 -yl- 1 , 1 -biphenyI-3-yl)-D-proIinamide; 
l-(5-bromo-2-chlorophenyl)-N~(cyanomethyl)-D-prolinamide; 
10 l-(3-bromo~4-chlorophenyl)-N-(cyanomethyl)-D-prolinariiide; 

(4S)-l-[4-chloro-4-(hydroxymethyl)-14 -biphenyI»3-yl3-N-(cyanomethyl)-4-me 
L-prolinamide; 

(4S)- 1 -(2-chloro- 1 , 1 -biphenyl-3-yl)-N-(cyanomethyl)-4-methyl -L-prolinamide; 
(4S)- 1 - { 4-chloro-4 - [(dimethylainino)methyl]- 1 , 1 -biphenyl-3-yl } -N-(cyanomethyl)-4- 
15 methyl-L-prolinamide; 

1 -(4-chloro- 1 , 1 -biphenyl-3-yl)-N-(cyanomethyl)-D-prolinainide; 

(4S)-l-[4-chloro-4-(methylthio)-14-biphenyl-3-yl]-N-(cyanomethyl)-4-^^ 

prolinamide; 

(4S)-l-[4-chloro-4 -(methylsulfonyl)-l , 1 -biphenyl-3-yl]-N-(cyanomethyl)-4-methyl- 
20 L-prolinamide; 

N-(cyanomethyl)- 1 -(2-phenyI- 1 ,3-thiazoI-4-yI)-L-prolinamide; 
(4S)-N-(cyanomethyl)-4-methyl-l -(2-phenyl- 1 ,3-thiazol'-4-yl)-L-prolinaniide; 
(4S)- 1 -(4-chioro-4 -piperazin- 1 -yl- 1 , 1 -biphenyl-3-yl)-N-(cy ariomethyl)-4-hydroxy-L- 
prolinamide; 

25 (4R)- 1 -(4-chloro-4 -piperazin- 1-yl-l , 1 '-biphenyl-3-yl)-N-(cyanomethyl)-4-hydroxy-L- 
prolinamide; 

1 -(4-chloro-4 -piperazin- 1-yl-l ,1 -biphenyi-3-yl)-N-(cyanomethyl)-4-oxo-L- 
prolinamide; - 

(4S)-l>(4-chloro-4-piperazin-l-yl-l,l -biphenyl-3-yl)-N-(cyanomethyl)-4-fluoro-L- 
30 prolinamide; 

(4R)-l-(4-chloro-4-piperazin-l-yl-l,l -biphenyl-3-yl)-N-(cyanomethyl)-4-fluoro-L- 
prolinamide; 

1 -(4-chloro-4 -piperazin- 1 -yl- 1 , 1 -biphenyl-3-yl)-N-(cyanomelliyl)-4,4-difluoro-L- 
prolinamide; 
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(4S)-l-(4-ch]oro-4'-piperaan-l-yl-l,r-bipheny]-3-yl)-N-(cyanomethy])-4-rnethoxy-L- 
prolinamide; 

(4R)-l-(4-chloro-4'-piperazin-l-yl-ia'-bipheny^3-yl)-N-(cyanomethyl)-4-methoxy-I^ 
prolinamide; 

5 (4S)-l-(4-chloro-4'-pipera2an-l-yl-l,l'-biphenyI-3-yl)-N-(cyanomethyl)-^ 
(methylthio)-L-prolinamide; . 

(4R)-l-(4-chloro-4'-piperazin-l-yl-l,l'-biphenyl-3-yl)-N-(cyanomethyl)T4- 

(methy]thio)--L-prolinamide ; 

(lR,2S,5S)-3-(4-chloro-4'-piperazin-l-yl-l,l'-biphenyl-3-yl)-NKcyanomethyl)-3- 
10 azabicyclo[3.1.0]hexane-2-carboxainide; 

(lS,2S,5R)-3-(4-ch]oro-4'-piperazin-l-y]-14'-biphenyI-3-yl)-N-(cyanbmethyl)-3- 
azabicyclo[3. 1 .0]hexane-2-carboxamide; 

N-(cyanoinethyl)-l-[2-(4-piperazin-l-ylphenyl)cyclopropyI]-L-pro]inamide; 

(4S)-N-(cyanomethyl)-4-inethyI-l-[2-(4-piperazin-l-ylphenyl)cyclopropyl]-L- 
15 prolinamide; 

N-(cyanomethyl)-4,4-difluoro-l-[2-(4-piperazin-l-ylphenyI)cyclopropyl]-L^ 
prolinamide; 

(4S)-l-(13-benzothiazol-2-yl>N-(cyanoinethyl>4-methyl-L-prolinajmide; 

(4S)-N<cyanomethyl)^-methyl-lKl>metfjyl-5.piperazin-l-yl-lH-benzimidazol-2-yl)- 
20 L-prolinamide; 

(4S)-l.(4-bromo-l-methyI-lH-ben2iniidazol-2-yl)-N-(cyanomethyl)-4^methyJ-L- 
prolinamide; . 

(4S)-Nr(cyanomethyl)-4-methyI-l-(l-naphthyl)-L-prolinamide; • " , 

(4S)-N-(cyanomethyl)-4-methyl-l-(2-naphthyl)-L-prolinamide; \ 

25 (4S)-N-(cyanomethyI)-4-methyl-l-(5,6,7,8-tetrahydronaphthalen-2-yl)-I^proIinamide; 

(4S)-NKcyanoniethy])-4-metJiyI-l-(5,6 J,S-tetrahydronaphthaIen-l-yl)-L-prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-145-methyl-2-(4-piperazin-l-ylphenyl)-l,3-thiazol- ' 
4-yI]-L-prolinamide; 

N-(cyanomethyl)-l-[5-methyl-2-(4-piperazin-l-ylphenyl)-l,3-thiazol-4-yI]-L- 
30 prolinamide; 

(4S)-N-(cyanomethyl)-4-methyI-l-[5-methyl-2-(3-piperazin-l-ylphenyI)-l,3-thiazol- 
4-y]]-L-prolinamide; 

(4S)-N-(cyanomethyl)-4-metbyl-l-(5-methyl-2,2-bi-l,3-thiazol-4-yl)-L-prolinamide; 

(3S)-N-(cyanomethyl)-2-[5-methyl-2-(4-piperazin-l-ylphenyl)-l,3-thia2ol-4-yl]-2- 
35 azabicyclot2.2.1]heptane-3-cart)oxaimde; 
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(4S)- 1- { 4-chloro-4 -[(inethylaniino)carbonyl]- 1 , 1 -biphenyl-3-yl } -N-(cyanomethyl)-4- 
methyl-L-prolinamide; 

(4S)-l-(4-chIoro-4 -{ [(2-methoxyethyl)(methyl)amino]methyl}-l,l -biphenyl-3-yl)-N- 
(cyanomethyl)-4-methyl-L-prolinamide; 
5 (4S)-l-(4-chloro-4-propionyl-14 -biphenyl-3-yl)-N-(cyanomethyl)-4-methy 
prolinamide; 

(4S )- 1 - { 4-chIoro-4 - [(methylsulf onyl)amino]- 1 J -biphenyl-3-yl } -N-(cyano 
methyl-L-prolinamide; 

(4S)-l-[4-chloro-4-(2-pyrTolidin-l-ylethyl)-14-biphenyl-3-yl]-N-(cy 
10 methyl-L-prolinamide; 

(4S )- 1 - { 4-chIoro-4 -[(methyl ainino)sulfonyI]- 1 , 1 -biphenyl-3 -yl } -N-(cyanoinethyl)-4- 
methyl-L-prolinamide; 

(4S)<l-{4-chloro-4'-[(l-methyl-lH-315-iniidazol-3-yl)methyl]-ia'^^^ 
(cyanomethyl)-4-methyl-L-prolinarnide; 
15 (4S)-l-[4-chloro-4-(N,N-dimethylglycyl)-lJ-biphenyl-3-yl]-N-(cyanomet^^^ 
methyl-L-prolinamide; 

(4S)-l-[4-chloro-4-(5-methyl-14-dioxido-l,2,5-thiadiazinan-2-yl)-l,l-biphenyl-3- 
yI]-N-(cyanomethyl)-4-methyl-L-prolinamide; 

(4S )- 1 - { 4 - [ 1 -(2-aimno-2-oxoethyl)-4-hydfoxypiperidin-4-yl] -4-chloro- 1 , 1 -biphenyl- 
20 3-yl}-N-(cyanomethyl)-4-methyl-L-prolinamide; 

(4S>l-(4-chloro-4'-{[(l-methyl-lH-iiiiidazol-2-yl)thio]methyl}-14-^^^ 
N-(cyanomethyI)-4-methyI-L"pro]inamide; 

(4S)-1 - { 4-chloro-4 -[ 1 -(2-hydroxyethyl)piperidin-4-yl3- 1 ,1 -biphenyl-3-yl } -N- 
(cyanomethyl)-4-methyl-L-prolinamide; 
25 (4S>1 - { 2-chloro-5-[(lE,3E)-4-( { 2-[(2-fluoroethyl)amino]ethy] }amino)- 1 - 

methylhexa- 1 ,3 ,5-trienyl]phenyl } -N-(cyanoraethyl)-4-methyl-:L-prolinamide; 
(4S)-l-[4-chloro-4-(2-oxoimidazolidin-l-yl)-14 -biphenyl-3-yl]--N-(cyanomethyl)-4- 
methyl-L-prolinamide; 

(4S)- l-(4-chloro-4 - { 1 - [(methoxycarbonyl)amino]cyclopropyI } - 1 , 1 -biphenyl-3-yl)-N- 
30 (cyanomethyl)-4-methyl-L~prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[4-(4-piperazin-l-ylphenyl)-l,3'-thiazol-2-yl]-L- . 
prolinamide; 

(4S)-N-(cyanomethyI)-4-methyl- l-[5-(4-piperazin- 1 -ylphenyl)-! ,3-thia2oI-2-yl]-L- 
prolinamide; 
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(4S)-N-(cyanomethyl)-4-methyl-l-[5-(4-piperazin-l-ylphenyl)isothiazol-3-yl]-L- 
prolinamide; 

(4S)-N-(cyanomethyl)-4-methyI-l-[l-(4-piperazin-l-ylphenyl)-lH-pyrazol-3-yl]-L- 
prolinamide; 

5 (4S)-N-(cyanomethyl)-4-methyl-Hl-(4-piperazin-l-ylphenyl)-lH-pyrazoM^^^^ 
prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[l-metiiyl-3-(4-pipera2in-l-ylphenyl)-lH-pyrazol- 
5-yl}-L-prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[5-(4-piperazin-l-ylphenyl)-l,2,4-thiadiazol-3-yl]. 
10 L-prolinamide; 

(4S)-N-(cyanomethyl).4-methyl-l-[5-(4-pipera2in-l-ylphenyl)-l,3,4-thiadiazol-2-yl]- 
L-prolinamide; . 

(4S)-N-(cyanomethyl)-4-methyl-l-[3-(4-piperazin-l-ylphenyl)-l,2,4-thiadia2ol-5-yl]- 
. L-prolinamide; 

15 (4S)-N-(cyaiiomethyl)-4-methyM-[l-(4-piperazin-l-ylphenyl)-lH-l,2,4-triazol-3-yl]- 
L-prolinamide; 

X4S)-N-(cyanomethyl)-4-methy]-l-[l-methyI-3-(4-piperazin-l-ylphenyl)"lH-l,2.4- 
triazoJ-S-ylJ-L-prolinamide;. 

l-(3-bromophenyl)-N-(cyanomethyl)-2-piperidinecaiboxainide; 
20 N-(cyanomethyI)-144'-(l-piperazinyl)[lJ'-biphenyI]-3-yl]-2-piperidinecarboxamide 
(2R3S)-l<3-bromophenyl>N-(cyanomethyl)-3-methyl-2-piperidinecarboxaimde; 
1 -[1 , 1 -biphenyl]-3-yl-N-(cyanomethyl)-2-piperidinecarboxamide; 
N-(cyanomethyl)-l-[3-(2-naphthyl)phenyl]-2-piperidinecarboxamide; 

Nl-(cyanomethyl)-N2-{4-[4-(4-methyIpiperazin-l-yl)pheny]]thien-3-yl}-I^ 
25 leucinamide; 

Nl-(cyanoinethyl)-N2-[4-(4-piperazin-l-ylphenyl)isothia2ol-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)^N2-(4-{4-[(dimethylainino)methyl]phenyl}thien-3-yl)-L- 
leucinanoide; 

Nl(cyanomethyl)-N2-[4-(4-{[(2-hydroxyethyl)amino]methy])phenyI)thien-3-yl]-L- 
30 leucinamide; 

Nl-(cyanoinethy])-N2-{4-[4-(morphoIin-4-ylmethyl)phenyl]thien-3-yl}-L- 
leucinamide; 

N2-(4-{4-[(ben2ylamino)methyl]phenyl}thien-3-yl)-Nl-(cyanoinethyl)-L- 
leucinarnide; 

35 N2-[4-(4-tert-butylphenyI)thien>3-yl]-Nl-(cyanomethyl)-L-leucinamide; 

-13 - 



BNSDOCID: <WO 02069901A2_I > 



wo 02/069901 



PCT/US02/06533 



Nl-(cyanomethy])-N2-[4-(4-isopropylphenyl)thien-3-yI3-L-]eucinai}odd^ 
Nl-(cyanomethyl)-N2-[3-(4-piperazin-l-ylphenyl)isoxa2ol-4-yl]leucinaini^^ 
Nl-(cyanomethyI)-N2-[3-(4-piperazin-l-ylphenyl)isoxazol-4-yl]-L-leucinam 
Nl-(cyaiiomethyl)-N2-[3-(4-piperazin-l-ylphenyl)isoxazol-4-y]]-D-leucinamide; 
5 Nl-(cyanomethyl)-N2-(4-{4-[2-(dimethylamino)ethyl]phenyl }thien-3-yl)-L- 
leucinamide; 

N 1 -( 1 -cy anocyclopropyl)-N2- [3-(4-pipera2in- 1 -ylphenyl)isoxazol-4-yl] -L- - 
leucin amide; ' 

Nl-(cyanomethyl)-N2-{3-[4-(4-isopropylpiperazin-l-yl)phenyl]isoxazol-4-yl}-L- 
10 leucinamide; 

N2-[4-(3-bromo-4-piperazin-l-ylphenyl)-3-methylisothiazol-5-yl]-Nl- 
(cyanomethyl)leucinamide; . 

N 1 -(cy anomethyl)-N2- { 4- [4-(4-i sopropylpiperazin- 1 -yl)phenyl]isothi azbl-3-yl } -L- 
leucinamide; ^ 
15 N2-[4-(3-bromo-4-piperazin-l-ylphenyl)isothiazol-3-yl]-Nl-(cyanomethyl)^^ 
leucinamide; 

N2-[4-(4-bromophenyl)isothiazol-3-yl]-N 1 -(cyanomethyl)-L-leucinamide; 
N 1 -(cyanomethyl)-N2-(l -phenyl- lH-tetraazol-5-yl)-L-leucinamide; 
Nl-(cyanomethyl)-N2-(l-phenyl-lH-tetraazol-5-yl)-L-leucinamide; 
20 Nl-(cyanomethyl)-N2-[4-(4-iodophenyl)-3-methylisothiazol-5-yl]-L-leucin^^ 
Nl-(cyanomethyl)-N2-(3-methyI-4-phenylisothiazol-5-yl)-L-leucinamide; 
N2-[4-(l,l-biphenyl-4-yl)-3-methylisothiazol-5-yl]-Nl-(cyanomethyl)-L- 
leucinamide; 

Nl-(cyanometliyl)-N2-[4-(4-piperazin-l-ylphenyl)isothiazol-5-yl]leucinamide; 
25 Nl -(cyanomethyl)-N2-[3-methyl-4-(4-pyridin-3-yIphenyl)isothia2oI-5-yl]-L- 

leucinamide; ^ 

Nl-(cyanomethyl)-N2-[3-methyl-4-(4-pyridin-4-yIphcnyl)isothiazol-5-yl]-L- 

leucinamide; 

Nl-(cyanomethyl)-N2-{3-methyl-4-[4-(l-trityl-lH-iniidazol-5-yl)phenyl]isothiazol-5- . 
30 yl }-L-Ieucinamide; . 

N 1 -(cyanomethyl)-N2- { 4- [4-( lH-imidazol-5-yl)phenyl] -3-methylisothiazol-5-yl } -L- 
leucinamide; 

Nl-(cyanomelhyl)-N2-{3-methyl-4-[4-(l-trityl-lH-imidazol-2-yl)phenyl]isothia^ 
yl }-L-leucinamide; 

35 Nl-(cyanomethyl)-N2-[4-(4-hydroxyphenyl)-3-methylisothiazoI-5-yl]-L-leucinamide; 
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Nl-(cyanomethyl)-N2-{3-methyl-4-f4-(l-oxidopyridin-4-y])phenyl3isothia2ol-5-yI}- 
L-leucinamide; 

N:<cyanomelhyl)-N2-[4-(2-piperazin-l-ylpyrimidin-5-yI)isothiazol-3-yl]-L- 
leucinamide; 

5 Nl-(cyanomethyl)-N2-{4-[4-piperazin-l-yl.2-(trifluoromethyI)phenyl]isotWazol-3 
y] } -L-]eucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(1.4-diazepan-l-yl)phenyl]isothiazol-3-yl}-L- 

leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(3.5-dimethylpiperazin-l-yl)phenyl]isothiazol-3-yl ^ 
10 leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(N^-diinethyIg]ycy])pheny]]isothiazol--3-yl}-L- . 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[(2,6-dimethylpiperidin-l-yJ)acety]]phenyl}isothia2ol-3- 
yl)-L-leucinamide; 

15 Nl-(cyanomethyl)-N2-{4-[4-(N,N-dimethylglycyI)ph6nyl]-3-methylisothiazol-5-^^ 
L-leucinamide; ' 

^ N2-{4-[4-(l.amino-l-methylethyl)phenyl]isothiazol-3-yl}-Nl-(cyaiioinethyl)-I^ 
leucinamide; 

N2-[4-(4-acetylpheriyI)-3-methylisotMa2ol-5-yl]-Nl<cyanomethyl)-I^leucinaiiu 
20 N2-(4-{4-[(tert-butylamino)sulfonyl]phenyl}-3-methylisothiazol-5-yl)-Nl- 
(cyanomethyl)-L-leucinainide; 

NlKcyanomethyI)-N2-{3-methyl-4-t4-(pjperazin-l^ylsulfonyl)phenyl]isothia2ol-5 
yl } -L-leucinamide; 

Nl-(cyanomethyl)-N2-{3-methyl-4-[4-(melhylsulfonyl)phenyl]isothia2ol-5-yl}-L- 

25 leucinamide; 

N2"{4-[4-(aminosulfonyl)phenyl]-3-methyIisothiazol-5-yl}-Nl-(cyanomethyl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-f4-(2-fluoro-4-piperazin-l-ylphenyl)-3-methylisothiazol-5-yl]- 
L-leucinamide; 

30 Nl-(cyanomethyl)-N2-[4-(3-fluoro-4-piperazin-l-yIphenyl)thien-3-yI]-L-Ieucinamide; 
Nl-(cyanomethyl)-N2-{ 4-[3-(hydroxymethyl)phenyl]thien-3-yl }-L-leucinamide; 

N2-(2-bromo-4-{3-[(dimethylamino)methyl]phenyI}thien-3-y])-Nl-(cyanomethyl)-L- 
leucinamide; 

Nl -(cyanomethyI)-N2-(4-{ 3-[(dimethylaminp)methyl]phenyl }thien-3-yl)-L- 
35 leucinamide; 
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Nl -(cyanoinethyl)-N2- { 4- [3-fluoro-4-(hydroxymethyI)phenyI]thien-3-yl } -L- 
leucinamide; 

N 1 - (cy anomethyl)-N2- { 4- [4-(4-hydroxypiperidin-4-yl)phenyl]thien-3-yl } -L- 

leucinamide; 

5 Nl-(cyanomethyl)-N2-(4-{4-[(dimethylamino)methyl]-3-fluorophenyl}thien 
leucinamide; 

, 4-(4- { 4- [ 1 -(Cy£momethyl-carbamoy])-3-methyl-butylannino]-thiophen-3-yl } -2-fluoro- 
benzyl)-piperazine-l-carboxyIic acid tert-butyl ester; 

N 1 -(cyanomethyl)-N2- { 4- [3 -fluoro-4-(piperazin- 1 -ylinethyl)phenyl] thien-3 -yl } -L- 
10 leucinamide; 

N 1 -(cy anomethyl)-N2- { 4- [4-(pyrrolidin- 1 -ylmethyl)phenyl] thien-3-yl } -L- 
leucinamide; 

N 1 -(cyanomethyl)-N2-[3-methyl-4-(4-piperazin- 1 -ylphenyl)isothia2ol-5-yl] -I^ 
leucinamide; 

15 Nl-(cyanomethyl)-N2-{4-[4-(4-isopropylpipera2in-l-yl)phenyl]-3-methylisothia2ol"5^ 
yl }-L-leucinamide; 

6-{5-[l-(CyanomethyI-carbamoyl)-3-methyl-butyIamino]-3-methyl-isothiazoI-4-yl}- 
napthalene-2-carboxylic acid methyl ester; 

Nl-(cyanomethyl)-N2-(3-methyI-4-{4-[4-(2,2,2-trifluoroethyl)piperazin-l- 
20 yl]phenyl)isothiazol-5-yl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{3-methyl-4-[4-(4-propylpiperazin-l-yl)phenyl]isothiazol-5- 
yl } -L-leucinamide; 

N2- { 4-[4-(4-acetylpiperazin-l-yl)phenyl]-3-methylisothiazpl-5-yl }-Nl- 
(cyanomethyl)-L-]eucinamide; 
25 N 1 -(cyanomethyl)-N2-(3-methyl-4- { 4-[4-(methylsulfonyl)piperazin-l- 
yl]phenyl }isothiazoI-5-yl)-L-leucinainide; 

N2-{4-[4-(4-tert-butylpiperazin-l-yl)phenyI]-3-methylisothiazol-5-yl}-Nl- 
(cyanomethyl)-L-leucinamide; 

Nl -(cyanomethyl)-N2-(4- { 4-[(lS ,4S)-2,5-diazabicyclo[2.2. l]hept-2-yl3phenyl } -3- 
30 methylisothiazol-5-yl)-L-leucinamide; 

■ Nl-(cyanomethyl)-N2-{4-[6-(hydroxymethyl)-2-naphthyl]-3-methylisothiazol-5-yl}- 
L-leucinamide; 

Nl -(cy anomethyl)-N2-(4- { 4- [4-(2-hydroxyethyl)piperazin- 1 -yl]phenyl } -3- 
methylisothiazol-5-yl)-L-leucinamide 

-16- 



BNSDOCID: <WO 02069901 A2_L> 



wo 02/069901 



PCT/US02/06533 



Nl-(cyaiiomethyl)-N2"{4-[4-(4-cyclopropylpiperazin-l-y])phenyl]-3- 
methy]isothiazol-5-yl}-L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[4-(2-methoxyethyl)piperazin-l-yl]phenyl}-3-. 
methylisothia2oI-5-yl)-L-leucinamide; - 

5 Nl-(cyanomethyI)-N2-(4-{4-[4-(2-fluoroethyl)piperazin-l-yliphenyl}-3- 
methylisothiazol-5-yl)-L-leucinamide; 

Nl-(cyanometh5^1)-N2-(4-{6-[(dimethylamino)methyl]-2-naphthyl}-3- 
methylisothiazQ]-5-yl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{3-methyl-4-[6-(pyirolidin-l-ylmethyl)-2-naphthyl]isothi^ 
10 5-yl}-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[4-(2-hydroxypropyl)piperazin-l-yl]phenyl}^3- 
methylisothiazol-5-yl)-L-]eucmainide; 

NlKcyanomethyl)-N2-(4-{4-[4<2-hydroxy-2-methylpropyI)pipera2in-l-yI]phenyI^ 
methy]isothiazol-5-yl)-L-leucinaniide; 

15 N2K4-{4-[4K2-anilino-2-oxoethyl)pipera2in-l-yi]phenyl }-3-methyHsothia2ol-5-^^ 
Nl-(cyanomethyl)-L-leucinarmde; ^ 

N2-(4-{4-[4-(2-amino-2-oxoethy])pipera2in-l-y]3phenyl}-3-methylisothiazol-5-yl> 
N 1 -(cyanomethyl)-L-leucinamide; 

NlKcyanomethyI)-N2-{3-methy]-4-[4-(4-methy]moipholin-2-yl)phenyl]isothiazo]-5 
20 y] }-L-]eucin amide; 

Nl-(cyanomethyl)-N2-[3-methyI-4-(4-moipholin-4-ylphenyI)isothja2ol-5-ylJ-I^ 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-pheny]thien-3-y])-L-Ieucinamide; 

Nl-(l-cyanocyclopropyl)-N2-[4-(4-piperazin-l-ylphenyl)thien-3-yl]-L-leucinamide; 

25 Nl-(cyanomethyl)-N2<l-methyl-4-(4-pipera2in-l-ylphenyl)-lH-pyrazo^^ 
yl]leucinaimide; 

Nl-(cyanomethyl)-N2-[3-methyl-4-(4-piperazin- 1 -ylphcnyO 
yl]leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-piperazin-l-ylphenyI)-l,2,5-oxadia2oI-3-yl]leucinam 

30 Nl-(cyanomethyl)-N2-[4-(4-piperaaTi-l-yIphenyl)-lH-pyrazol-3.yl]leucinaim 

Nl-(cyanomethyl)-N2-[3-methyl-4-(4-pipera2in-l-yIphenyI)isoxazol-5- 
yl]leucinamide; 

Nl-(cyanomethyl)-N2-[5-methyl-4-(4-pipei:azin-l>ylphenyl)isoxazol-3- 
yl]leucinamide; 
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Nl-(cyanomefliyl)-N2-(4=^{ 4-[(methylamino)methyl]phenyl }thien-3-yl)-L- 
leucinamide; 

N2-(4-{4-[(tert-butylanidno)meihyI]plienyl}thien-3-yl)-Nl-(cyanom^ 
leucinamide; 

5 Nl-(cyanomethyl)-N2-[4-(4- { [(2,2.2-irinuoroethyl)amino]methyl }phenyl)thien-3-yl]- 
L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[ 1 -(mcthyIamino)cthyl]phenyl }thien-3-yl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[(isopropylam!no)methyl]phenyl}thien-3-yl)-L- 
10 leucinamide; 

Nl-(cyanoinethyl)-N2-[4-(4- { [(cyclopropylmethyl)amino]methyl }phenyl)thien-3-yl]- 
L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[l-(isopropylamino)ethyl]phenyl}thien-3-yl)-L- 
leucinamide; 

15 Nl-(cyanomethyl)-N2-[4-(4- { [(2S)-2-(hydroxymethyl)pyrrolidin-l- 
yl]methyl }phenyl)thieTi-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4- { [(3-pyrrolidin- 1 -ylpropyl)aiTiino] methyl }phenyl)thien-3- 
yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2"{4-[4-(lH-imidazol-l-ylmethyl)phenyl]thien-3-yl}-L- 
20 leucinamide; 

Nl-(cyanomethyl)-N2-{4-[6-(4-methylpiperazin-l-yl)pyridin-3-yl]thien-3-yl}-L- 
leucinaraide; 

Nl-(cyanomethyl)-N2-[4-(6-piperazin-l-ylpyridin-3-yl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(trifluoromethyl)phenyl]thien-3-yl } -L-leucinamide; 
25 N2-[4-(3-bromophenyl)thien-3-y]]-Nl-(cyanomethy])-L-]eucinamide; 

Nl-(cyanomethyl)-N2-[4-(l-naphthyl)thien-3-yl]-L-leucinaniide; 

N2-(5-acetyI-2,3 -bithien-4-yl)-Nl-(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-(5-methyl-2,3 -bithien-4-yI)-L-leucinamide; 

N2-[4-(4-chlorophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 
30 Nl-(cyanomethyl)-N2-[4-(4-fluorophenyl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(2-methylphenyl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethy])-N2-[4-(4-vinylphenyl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(3-ethoxyphenyl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(lH-indol-5-yI)thien-3-yl]-L-Ieucinamide; 
35 Nl-(cyanomethyl)-N2-[4-(3-fluoro-2-methylphenyl)thien-3-yl]-L-leucinaniide; 
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Nl-(cyanomethyl)-N2-[4-(lH-pyrroI-2-yl)thien-3-yl]-L-leucinaimde; 
Nl-(cyanomethyl)-N2-[4-(4-methylphenyl)thien-3-yl]-L-leucinainide; 
Nl-(cyanoniethyI)-N2-(4-pyridin-3-yIthi«5n-3-yl)-L-leucinamide; 
Nl-(cyanomethyl)-N2-[4-(4-methoxyphenyI)thien-3-yl]-L-leucinaniide; 
5 Nl-(cyanomethy])-N2-[4-(5-fluoro-2-mcthylphenyI)thien-3-y]>I^leucinaim 
N2-(33-bithien-4-yl)-Nl-(cyanomethyl)-L-leucinamide; 
Nl-(cyanomethyl)^N2-[4-(3,5-dichlorophenyl)thien-3-yl]-L-leucinamide; 
N2- { 4-[3-(acetylarmno)phenyl]thien-3-yl } -Nl-(cyanomethyl)-L-leucinamide; 
N2-[4-(4-bromophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 

10 Nl-(cyanomethyl)-N2-{4-[4-fluoro-3-(trifluoromethyl)phenyl]thien-3-yl}-l^ 
leucinamide; 

N2-[4-(l-ben2ofuran--2-yl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 
Nl-(cyanomethyl)-N2-[4-(2-formylphenyl)thien-3-yl]-L-]eucinamide; 
N2-[4-(3-chlorophenyl)thien-3-yl]-Nl-(cyanomethyI)-L-leucinamide; 
15 Nl-(cyanomethyl)-N2-[4-(2,4-dich]orophenyl)thien-3-yl]-L-leucinamide; 

NlKcyanomethyl)-N2-{4-[4-(trifluoromethyl)phenyl]thien-3-yl }-L-leucinamide; 
Nl-(cyanomethyl)-N2-{4.-[3-(trifluoromethyI)phenyl]thien-3-yl }-L-leucinamide; 
Nl-(cyanomethyI)-N2-[4-(3-fluoropheny])thien-3-yI]-I^leucinamide; 
NlKcyanomethyl)-N2-£4-(2-methoxyphenyl)thien-3-yl]-L-leucinamide; . 
20 N2-{4-[3,5-bis(trifluoromethyl)phenyl]thien-3-yl}-Nlr(cyanomethyl)-I^leucinainide; 
N2-[4-(3-chloro-4-fluorophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 
Nl-(cyanomethyl)-N2-{4-[2-(tri£luororaemyl)phenyl]thien-3-yl}-I^leucinara 
Nl-(cyanomethyl)-N2-{4-[4-(methylthio)phenyl]thien-3-yI}-L-leucinamide; 
NlKcyanomethyl)-N2-[4-(3-fluoro-4-methoxyphenyl)thien-3-yl]-L-leucinainide; 
25 Nl-(cyanomethyl)-N2-[4-(3,4-dichlorophenyl)thien-3-yl]-L-leucinamide; 
N2-[4-(l,3-ben2odioxol-5-yl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinaniide; 
. Nl-(cyanomethyl)-N2-[4-(3,4-dimethoxyphenyl)thien-3-yl]-L-leucinamide; 
Nl-(cyanomethyl)-N2-[4-(3,4,5-trimethoxyphenyl)thien-3-yI]-L-Ieucinainide; 
Nl-(cyanomethyl)-N2-[4-(3-formyI-2-furyl)thien-3-y]3-L-leucinaimde; 
30 Nl-(cyanomethyl)-N2-[4-(3-isopropoxyphenyl)thien-3-yl]-L-Ieucinamide; 
■ Nl-(cyanomethyl)-N2-[4-(2,3-dimethoxyphenyl)thien-3-yl]-L-]eucinamide; 

Nl -(cyanomethyI)-N2-{ 4-[4-(trifluoromethoxy)pheny]3thien-3-y] }-L-Jeucinamide; 
Nl-(cyanomethy])-N2-{4-[4-(hydroxymethyl)phenyl]thien-3-yl}-L-leucinamide; 
N2-[4-(l , 1 -biphenyl.3-yl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 
35 Nl-(cyanomethyl)-N2-[4-(3-cyanophenyl)thjen-3-yl]-L-Ieucinamide; 
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Nl-(cyanomethyl)-N2-[4KlH-indoI-5-yl)thien-3-yl]-L-leucinaniid^ 
N2-[4-(5-chIoro-2-metJioxyphenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucm 
Nl-(cyanomethyl)-N2-[4-(2,5-dimethoxyphenyl)thien-3-yl]-L-Ieucinai^ 
N2-[4-(4-chloro-3-fluorophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinainide; 
5 Nl-(cyanomethyl)-N2-[4-(3,5-dimethylisoxa2o]-4-yl)thien-3-yl]-L-leucinami^^ 
N2-[4-(4-acetylphenyl)thien-3-yl]-Nl-(cyanomethyI)-L-Ieucinaim 
Nl-(cyanomethyI)-N2-[4-(4-methylphenyl)thien-3-yI]-L-leucinainide; 
N 1 -(cyanomethyl)-N2-(4-pyrimidin-5-ylthien-3-yl)-L-leucinamide 
Nl-(cyanomethyl)-N2-[4-(3-nitrophenyl)thien-3-yl]-L-leucinainide; 

10 N 1 -(cyanomethyl)-N2-(4-phenylthien-3-yl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(3-methoxyphenyl)thien-3-yl]-L-leucinamide; : 
N 1 -(cyanomethyl)-N2- { 4- [2-(hydroxymethyl)phenyl] thien-3-yl } -L-leucinamide; 
N2-[4-(3-airunophenyl)tMen-3-yl]-Nr-(cyanomethyl)-L-leuciBa]m 
Nl-(cyanomethyl)-N2-(4~pyridin-4-ylthien-3-yl)-L-leucinamide; 

15 Nl-(cyaTiomethyI)-N2-[4-(4-cyanophenyl)thien-3-yI]-L-Ieucinamide; 

N2-[4-(l-5enzothien-3-yl)thien-3-yl]>Nl-(cyanomethyl)-L4eucinamide; 
Nl -(cyanomethyl)-N2-(4~quinoIin-5-yIthien-3-yl)-L-leucinamide; 
Nl-(cyanomethyl)-N2-(4-quinolin-S-ylthien-3--yl)-L-]eucinamide; 
Nl-(cyanomethyl)-N2-[4-(lH-pyrazo]-3-yl)thien-3-yl]-L-leucinami 

20 Nl-(cyanomethyl)-N2-[4-(5-fluoro-2-methoxyphenyl)thien-3-yl]-L-leucinaim 
N2-[4-(l -benzothien-7-yl)thien-3-yl]-NI -(cyanomethyl)-L-leucinamide; ; 
Nl-(cyanomethyl)-N2-(4-quinolin-6-ylthien-3-yl)-L-leucinamide; 
Nl-(cyanomethyl)-N2-[4-(3-oxo-3-phenylpropanoyl)thien-3-yl]-L-leucinaim 
Nl-(cyanomethyl)-N2-[4-(3-phenylisoxazol-5-yl)thien-3-yl]-L-leucinaimde;; 

25 Nl-(cyanomethyl)-N2-[4-(2"naphthyl)thien-3-yl]-L-leucinamide; 

N-(cyanomethyl)-2-[(5,5-dimethyl-2-oxo-4-phenyl-2,5-dihydro-3-furanyl)amino^ 
methylpentanamide; 

(2S)-N-(cyanomethyI)-4-melhyI-2-({4"[4-(l-piperazinyI)phenyl]-3- 
thienyl } ainino)pentaTiainide; 
30 2-{ [4 -(aTninomethyl)-l,l -biphenyl-4-yl]thio}-N-(cyanomethyl)^ 
methylpentanamide; 

2-(l , 1 '-bipheny]-4-ylthio)-N-(cyanomethyl)-4-methy]pentanamide; 
N-(cyanomethyl)-2- { [4 -(hydroxymethyl)-l , 1 -biphenyl-4-yl] thio } -4- 
. methylpentanamide; 
35 N-(cyanomethyl)-4-methyl-2-[(4-piperidin-l-yl-14 -biphenyl-4-yl)thio]pentanamide; 
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2-({4 -[(ben2ylaiiiino)inethyl]-l,l '-biphenyl-4-y] }thio)-N-(cyanomethyl)-4- 
methylpentanamide; 

NKcyanomethyl)-2-({4-[(cyclopropyIamino)methyl]-l,l'-biphenyl-4-yl)thio)-4- 
methylpentanamide; 

5 N-(cyanomethyl)-4-methyl-2-f (4 U( I -mclhylpiperidin-4-yl)amino]methyl}-l.l'- 
biphenyl-4-yl)thio]pentanamide; 

N-(cyanomethyl^)-2-({4'-[(dicyclobuiylamino)methyl]-l,l-biphenyI-4-yl}thio)-4- 
methylpentanamide; 

N-(cyanomethyi)-2-({4'-[(dicyclopentylamino)niethyl]-l,l '-biphenyl-4-yl }thio)-4- 
10 methylpentanamide; 

. N-(cyanomethyI)-2-({4'-[(cyclopenlyIamino)methyI]-l,l'-biphenyI-4-yl}thio)-4- 
methylpentanamide; 

N-(cyanomethyl)-4-methyl-2-[(4-pjperazin-J-y]phenyJ)thio]pentanamide; 
N-(cyanomethyl)-2-[(3',5'-difluoro-l,l'.biphenyl-4-yl)thio]-4-methylpentanamide;; 
15 2-{[4-(5-chlorothien-2-yl)phenylJthio}-N-(cyanomethyl)-4-methylpentanamide 
N-(cyanomethyl)-4-methyl-2- { [4'-(trifluoromethyl)-l ,1 '-biphenyl-4- 
yl]thio}pentanamide; 

N-(cyanomethyl)-4-methyl-2-[(3-methyl-l,l'-biphenyl-4-yl)thio]pentaTiamide; 

N-(cyanomethy])-4-methyl-2-[(4-quinolin-5-ylphenyl)thio]pentanamide; 

20 2-{ [4-(l-benzothien-3-yl)pheny]]thio }-N-(cyanomethyl)-4-methylpentanamide; 

N-(cyanomethyI)-4-methyI-2-[(4-quinolin-S-y]pheTiyI)thio3pentanamide; 

2-[(4'-cyano-l,l'-biphenyl^-yl)thio]-N-(cyanomethyl)-4-methylpenianamide 

N-(cyanomethy0^methy]-2-{[4-(lH-pyrazol-3-yl)phenylJthio)pentanaiTude; 

N-(cyanomethyl)-2-[(5'-fluoro-2'-methoxy-l,r-bipheny]-4-yl)thio]-4- 
25 methylpentanamide; 

2-{ [4-(l-benzothien-7-y])phenyl]thio}-N-(cyan6methyl)-4-methylpentanamide 

N-(cyanomethyl)-4-methyl-2-[(4-quinolin-6-ylphenyl)thio]pentanamide; 

N-(cyanomethyl)-2-[(3'-fluoro-4'-piperazin-l-y]-l.l'-biphenyl-4-y])thio]-4- 
methylpentanamide; 

30 N-(cyanomethyl)-2~{ [4'-(4-ethylpipera2in-l-yl)-l,r-biphenyl-4-yl]thio}-4- 

methylpentanamide; 

N-(cyanomethyl)-2-[(3'-ethyl-4'-piperazin-l-yI-l,l'-biphenyl-4-yl)thio]-4- 
methylpentanamide; 

N-(cyanomethy])-4-methyl-2-[(4-{2-[(4-propyIpiperazin-l-yl)carbonyI]-lH-indol-5- 
35 yl}phenyI)thio]pentanamide; 
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N-(cyanomethyl)-4-methyl-2-[(4- { 2-[(4-methylpiperazin-l-yl)carbon^^ 
yl }phenyl)thio]pentanamide; 

N-(cyanomethyl)-4-methyl-2-({4-[2-(pipera2in-l-ylcarbonyl)-lH-indol-5- 
yl]phenyl }thio)pentanamide; 
5 N-(cyanomethyl)-2-{[4H4-methoxypiperidin-4-yl)-l J-biph 
methylpentanamide; 

N-(cyanomethyD-4-methyI-2-{ [4-(2-pipera2in-l-ylpyriimdin-5- 
yl)phenyl] thi o ) pentanami de; 

N-(cyanomethyl)-4-methyl-2- { [4 -piperazin-l-yl-2 -(trifluoromettiyO 
10 yl]thio}pentanamide; 

N-(cyanoinethyl)- 1 - { [4 -(4-ethylpiperazin- 1 -yl)- 1 , 1 -biphenyl-4- 
y]]thio)cyc]ohexanecarboxainide; 

N-(cyanomethyl)-2- { [4 -(2,6-dimethylpiperazin- 1 -yl)-l , 1 -biphenyl-4-yl] thio } -4- 
meth y Ipen tan ami de ; 

1 5 N-(cyanomethyl)-2-( { 4- [5-(2-hydroxyethyl)-4-methyl-l ,3-thiazol-2-yl]phenyl } thio)-4- ^ 
methylpentanamide; 

2-[(4 -acetyl- 1 , 1 -biphenyl-4-yl)thio]-N-(cyanomethyl)-4-methylpentanamide; 
N-(cyanomethyl)-3-(l-methylcyclopropyl)-2-[(4-pipera2in-l-yl-l,l -biphenyl-4- 
yl)thio]propanainide; 

20 N-(cyanomethyl)-2-{ [4-(lH-imidazol-4-yl)phenyl]thio }-4-methylpentanamide; 
(2R)-N-(cyanomethyl)-4-methyl-2- [(4 -piperazin- 1 -yl- 1 , 1 -biphenyl-4- 
yl)thio]pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-[(4 -piperazin- 1 -yl-1 , 1 -biphenyl-4- 
yl)thio]pentanamide; 
25 N-(cyanomethy])-l-[(4 -piperazin- 1-yl-l ,1 -biphenyl-4- 
yl)thio]cyclohexanecarboxaniide; 

N-(cyanomethyl)-4-methyl-2-[(4 -{ [2-(trimethylsilyl)ethyl]sulfonyl}-l,l -biphenyl-4- 
yl)thio]pentananiide; 

2- { [4-(4-chlorophenyl)-l ,2,3-thiadiazol-5-yl]thio } -N-(cyanomethyl)-4- 
30 methylpentanamide; 

N-(cyanometh3d)-4-methyl-2-[(3-methyl-l-phenyl-lH-pyrazo]-5-yl)thio]pentanamide; 

2-[(4-bromo-3-methyl-l-phenyl-lH-pyrazol-5-yl)thio]-N-(cyanomethyl)-4- 

methylpentanamide; 

N-(cyanomethyl)-4-methyl-2-[(5-phenyl-4H-l,2,4-triazol-3-yl)sulfanyl]pentanamide; 
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N-(cyanomethyl)-4-methyl-2-{ [4'-(l-piperazinyl)[l,l'-biphenyl]-3- 
yl]sulf any] }pentanamide; 

N-(cyanomethyI)-4-methyl-2- { [4'-(l-piperazinyl)[l ,1 -biphenyl]-2- 
yl]sulfanyl Ipentanamide; 

5 l-[(2-broiriophenyl)sulfanyl]-N-(cyanomethyl)cyclohexanecarboxamide; 

N-(cyanomethyI)-4-methyl-2-{[4'-(l-piperazmyl)[l,r-biphenyl]-4- 
yl]sulfanyl Ipeajtanamide; 

l-[(3-bromophenyl)sulfanyl]-N^(cyanomethyl)cyclohexanecarboxamide; 
N-(cyanomethyl)-l-{ [4'-(l-piperazinyl)[l,l '-biphenyl]-2- 
10 yI]sulfahy]}cyclohexanecarboxaniide; 

N-(cyanomethyl)-l-{[4'-(l-piperazinyl)[l,r-biphenyl]-3- 
yl]sulf anyl } cyclohexanecarboxamide; 

NKcyanomethyl)-4-methyl-2-[(4-piperazin-l-ylbenzy])thio]pentanamide; 
N-(cyanomethyl)-4-methyl-2-{[(4'-piperazin-l-yl-l,l'-biphenyl-4- 
15 yl)methy]]thio}pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{ i:4Hlrpipera2inyl)[l, 1 '-biphenyl]-4- 
yl]aniino }pentanainide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[4'-(l-piperazinyl)[l,r-biphenyl]-3- 
yljamino }pentanainide; 

20 l-(3-broinoanilino)-N-(cyanomethyl)cyclohexanecarboxamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{[4'-(I-piperazinyI)[l,l'-biphenyl]-2- 
yl]amino}pentananude; . ' 

(2S):N-(cyanomethyl)-4-methyl-2K{4'-[2-(4-methy]-l-piperazinyI)-l,3-thia^^^ 
yl] [ 1 , 1 '-biphenyl]-3-yl } ainino)pentanamide; 

25 (2S)-N-(cyanomethy])-4-methyl-2-({4'-[2<4-methyl-l-piperazinyl)-13-thiazo)-^ 
yl] [ 1 , 1 '-biphenyl]-2-yl } amino)pentanainide; 

NKcyanomethyl)-4-methyl-2-({3-[4-(l-piperazinyl)phenyl]-2- 

pyridinyl}oxy)pen tan amide; . 

(2S)-N-(cyanomethyl)-4-methyl-2-({5-[4-(l-piperazinyI)phenyl]-2- 
30 pyridinyl}amjno)pentananiide;; 

2-([l,r-bipheny]]-4-ylmethoxy)-N-(cyanomethyl)-4-methylpentanamide 

N-(cyanomethyl)-4-methyl-2-{[4'-(l-piperazinyl)[l.l'-biphenyl]-4- 
yl]sulfonyl jpentanamide; 

N-(cyanomethyI)-4-methyl-2- { [4 -(l-piperazinyl)[l , 1 '-biphenyl]-3- 
35 yl]sulfonyI}pentanamide; 
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N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l , 1 -biphenyl]-2- 
yl]sulfonyl Ipentanamide; 

N-(cyanomethyl)-4«methyl-2-({5-[4-(l-pipera2inyl)phenyl]-2- 
pyrimidinyl } arnino)pentanamide; 
5 N-(cyanomethyl)-l-{[4-(l-piperazinyl)[l,l -biphenyl]-3- 
yl]ainiiio } cyclohexanecarboxamide; 

triisopropylsilylyl- [3 -( 1 - { [(cy anomethyl)amino]carbonyl } -3-inethylbutoxy)[l , 1 - 
biphenyl]-4-yl] - 1 -piperazinecarboxylate; 

tri i sopropylsilyl 4- [4 -( 1 - { [(cy anomethyl)amino]carbonyl } -3-methylbutoxy) [1,1- 
10 biphenyl]-4-yl]- 1 -piperazinecarboxylate; 

N-(cyanomethyI)-l-{ [4 -(l-piperazinyl)[l,l -biphenyl3-4- 
yl]amino}Gyclohexanecarboxamide; 

N-(cyanomethyl)-4-inethyl-2- { [4 V(l-piperazinyl)[ 1 , 1 -biphenyl]-3- 
yl ] oxy } pen t an ami de ; 
15 N-(cyanomethyl)-4-methyl-2-{[4-(l-pipera2inyl)[l,l -biphenyl]-4- 
yl] oxy } pentanamide; 

N-(cyanoniethyl)-l-{ [4 -(l-piperazinyl)[l,l -biphenyl]-2- 
yl]aniino } cyclohexanecarboxamide; 

N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l ,1 -biphenyl]-2- 
20 yl]oxy}pentanamide; 

N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l ,1 -biphenyl]-2- 
yl]methyl }pentanamide; 

N-(cyanomethyl)-4-methyl-2-{[4-(l-piperazinyl)[14 -biphenyl]-3- 
yl]methyl } pentanamide; 
25 N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[ 1,1 -biphenyl]-4- 
yl]methyl } pentanamide; 

(2S)-N-(cyanomethyl)-4-niethyl-2-({2>methyl-3-oxo-5-[4-(l-piperazinyl)phenyl]-2,3- 
dihydro-4-pyridazinyl } amino)pentanamide; 
. (2S)-N-(cyanomethyl)-4-methyl-2-({ [4 -(l-piperazinyl)[l ,1 -biphenyl]-3- 
30 yl]methyl } amino)pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-({ [4 -(l-piperazinyl)[l ,1 -biphenyl]-4- 
yl]methyl } amino)pentanamide; 

tert-butyl 4- { 3 - [( 1 - { [(cyanomethyl)amino]carbonyl } -3-methylbutoxy)methyl] [1,1- 
biphenyl]-4-yl } - 1 -piperazinecarboxylate; 
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tert-butyI4-{4'-[(l-{[(cyanoinethy])amino]carbonyI}~3-methyIbutoxy)methyl]fl,r- 
biphenyl] -4-yl } - 1 -piperazinecarboxylate; 

tert-buty] 4-{2-[(l-{ [(cyanomethyl)amino]carbonyl}-3-methylbutoxy)methyl][l,l'- 
biphenyl] -4-yl }- 1 -piperazinecarboxylate; 

5 N-(cyanomethyl)-4-methyl-2-{[4'-(l-pipera2inyl)[l,r-biphenyl]-2- 
yI]methoxy}pentanamdde; 

N-(cyanomethyiM-methyl-2-{ [4'-(l-pipera2inyl)[l ,1 -biphenyl]-3- 
yl]methoxy)pentanamide; 

. N-(cyanomethyl)-4.-methyl-2-{[4'-(l-piperazjnyl)[l,l'-biphenyl]-4-\ 
. 10 yl]methoxy}pentanarnide; 

[(3S)-3-isobutyI-2-oxo-23-dihydroimidazo[2.1-a]thieno[3,4-cJisoquinoiin-l(llbH)- 
yl]acetonitrile; 

[(3S)-3-isobutyl-2.oxo-2,3-dihydrofuro[3,2-c]iiiiidazo[l,2-a]thieno[3,4-e]pyridin- 
l(10bH)-yi]acetonitrile; 

15 N-(cyanomethyl)-l-(l-bromophenyl)pipeiidine-2-carboxamide; 

l-{4^[4-(?ert-butyloxycarbonyl)piperazin-l-yl]-l,r-biphenyl-4-yl}-N-(^^ 
piperidine-2-carboxamide; 

l-[4'-(piperazin-l-y])-ia^biphenyl-4-yl]-N-(cyanomethyI)-piperidine-2-carboxam 

l-{3'-[4-(piperidin l-yl)piperidin-l-yl]-l,l'-biphenyl-3-yI}-N-(cyariomethyl)- . 
20 piperidine-2-carboxaniide; 

l-{3'-[2-(4-methylpipera2in-l-yI)thia2ol-4-yl]-l,r-biphenyl-3-yI}-N-(cyanomethyl)- 
piperidine-2-carboxaniide; 

l-{4'-[4-(morpholin-4-yI)piperidin-l-yl]-l,r-biphenyl-3-yl}-N-(cyanomethyl)- 
piperidine-2-carboxaniide; 

25 l-{3'-(pipera2in-l-y])-ia'-bjphenyl-3-yl}-N-(cyaiiomethyl)-piperi^^^ 
carboxamide; 

l-{4'-[2-(4-methylpipera2in-l-yl)thiazol-4-yl]-14'-biphenyl-3-yl}-N-(cyanomethy^ 
piperidine-2-carboxanude; 

l-{3'-[4-(morpholin-4-yl)piperidin-l-yl)-l,r-biphenyl-3-yl}-N-(cyanomethyl)- 
30 piperidine-2-carboxamide; 

l-(4'-trifluoromethyl-ia'-biphenyI-3-yl)-N-(cyanomethyl)-piperidine-2-carboxainide; 
l-(2',3'difluoro-l,r-biphenyl-3-y])-N-(cyanomethyl)-piperidine-2-carboxamide; 

l-{3'-[4-(re7t-butyloxycarbonyl)pipcrazin-l-yl]-lJ'-biphenyI-4-yl}-N-(cyanoinJthyl)- 
piperidine-2-carboxainide; 

35 l-[3'-(pipera2in-l-y])-ia'-bipheny]-4-y]]-N-(cyanomethy])-piperidine-2-carboxamide 
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l-{4'-[4-(rerr-butyloxycarbonyl)piperazin-l-yl]-l J -biphenyl-2-yl}-N-(cyanom 
piperidine-2i?-carboxaiTude; 

N-(cyanomethyl)-l-(3-bromophenyl)piperidine-2/?-carboxamide; 
1 - { 3 ' -(piperazin- 1 -yl)- 1 , 1 -biphenyl-3-yl } -N-(cyanomethyl)-piperi dine-2jR- 
5 carboxamide; 

1 - { 3-[2-(4-morpholin-4-ylpiperazin-l -yl)thiazol-4-yl] -phenyl } -N-(cyanoinethyl)- 
piperidine-2-carboxamide; 

1 - { 3- [2-(piperazin- 1 -yl)thiazol-4-yl]-phenyl } -N-(cyanomethyl)-piperidine-2- 
carboxamide; 

10 l-{3-[2-(4-methylhomopiperazin-l-yl)thiazol-4-yl]-phenyl}-N-(cyanometh 
piperidine-2~carboxamide; 

N-(cyanomethyl)-l-(3-bromo-5-fluorophenyl)piperidine-2-carboxamide; 
N-(cyanomethyl)- 1 -(3-bromo-6-fluorophenyl)piperidine-2-carboxamide; 
N-(cyanomethyl)-l-(3-broino-4-fluorophenyl)piperidine-2-carboxamide; 
15 1 - { 5-fluoro-4 ' ~ [4-(re/t-butyloxycarbonyl)pipera2in- 1-yl]- 1 , 1 '-biphenyl-3-yl } -N- 
(cyanomethyl)-piperidine-2-carboxaniide; 

l-[5-flu6ro-4'-(piperazin-l-yl)-14*-biphenyl-3-yl]-N-(cyanomethyl)-piperi 
carboxamide; 

1 - { 6-fluoro-4 ' - [4-(re?t-butyloxycarbonyI)piperazin- 1 -yl]- 1 , 1 -biphenyl-3-yl } -N- 
20 (cyanomethyl)-piperidine-2-carboxamide;. 

1 -[6-fluoro-4' -(piperazin- 1 -yl)- 1 , 1 -biphenyl-3-yl]-N-(cyanoinethyl)-piperidiTie-2- 
carboxamide; 

N-(cyanomethyl)- l-(6-bromopyridin-2-yl)piperidine-2-carboxaniide; 

1 -[6-(4-piperazin- 1 -ylphenyl)pyridiTi-2-yl]-N-(cyanomethyl)-piperidine-2- 

25 . carboxamide; 

1 - { 6-[4-(4-re7-r-butoxycarbonylpipera2in- l-yl)phenyl]pyridin-2-yl }-N-(cyanomethyl)- 

piperidine-2-carboxamide; 

l-{5-[4-(4-?^7t-butoxycarbonylpiperazin-l-yl)phenyllpyridin-3-yl}-N-(cyanoniethyl)- 
piperidine-2-carboxamide; - 
30 1 - { 4-fluoro- [4 ' - [4-(?err-butyloxycarbonyl)piperazi n- 1 -yl]- 1 , 1 -biphenyl-3-yl } -N- 
(cyanomethyl)-piperidine-2-carboxa[nide; 

1 - [4-fluoro-4 ' -(piperazin-1 -yl)- 1 , 1 -biphenyI-3-yl]-N-(cy anomethyI)-piperidine-2- 
carboxamide; 

l-{5-[4-(piperazin-l-yl)phenyl]pyridin-3-yl}-N-(cyanomethyI)-piperidine-2- 
35 carboxamide; 
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Nl-(cyanoinethyl)-N2-(2,2,3,3-tetrafluoro-l-phenylcyclopropyl)-L-]eucinamide; 

Nl-(cyanomethyl)-N2-(3,3,4,4-tetrafluorp-l-phenylcyclopentyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-(2,2-difluoro-5-phenyIcyclopentyl)-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-(2,2-difluoiD-2,3-dihydro-lH-inden-l-yl)-L-leucinaniide; 

5 Nl-(cyanomethyl)-N2-{l-[4-(N^-dimethyIglycyl)phenyl]cyc]opfopyl}-L- 
leucinamide; . 

1- {4-[2-(4-meiftyI-piperazin-i-yI)-thiazol-4-yl]-phenoxy}-cyclohexanecarboxyIicacid 
cyanomethyl-amide; 

2- (biphenyl-3-yloxy)-4-methyl-pentanoiccyanomethyl-anude; 
10 2-(biphenyl-4-y]oxy)-4-methy]-pentanoic cyanomethyl-amide; 

and the pharmaceuticaUy acceptable salts and N-oxide derivatives thereof. 

Also included within the scope of the present invention is a 
pharmaceutical composition which is comprised of a compound of Formula I as 
described above and a pharmaceuticaUy acceptable carrier. The invention is also 
15 contemplated to encompass a pharmaceutical composition which is comprised of a 
pharmaceuticaUy acceptable cairier and any of the compounds specifically disclosed 

in the present application. These and other aspects of the invention will be apparent 
from the teachings contained herein. 

20 Utilities 

The compounds of the present invention are inhibitors of cathepsins 
and are therefore useful to treat or prevent cathepsin dependent diseases or conditions 

in mammals, preferably humans. Specifically, the compounds of the present 
invention are inhibitors of Cathepsin K and are therefore useful to treat or prevent 

25 Cathepsin K dependent diseases or conditions in mammals, preferably humans! 

"Cathepsin dependent diseases or conditions" refers to pathologic 
conditions that depend on the activity of one or more cathepsins. "Cathepsin K 
dependent diseases or conditions" refers to pathologic conditions that depend on the 
activity of Cathepsin K. Diseases associated with Cathepsin K activities include 

30 osteoporosis, glucocorticoid induced osteoporosis, Paget' s disease, abnoimally 

increased bone turnover, periodontal disease, tooth loss, bone fractures, rheumatoid 
arthritis, osteoarthritis, periprosthetic osteolysis, osteogenesis imperfecta, metastatic 
bone disease, hypercalcemia of malignancy, and multiple myeloma. In treating such 
conditions with the instantly claimed compounds, the required therapeutic amount 

35 will vary according to the specific disease and is readily ascertainable by those skilled 
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in the art. Although both treatment and prevention are contemplated by the scope of 
the invention, the treatment of these conditions is the preferred use. 

An embodiment of the invention is a method of inhibiting cathepsin 
activity in a mammal in need thereof, comprising adnninistering to the mammal a 
5 therapeutically effective amount of any of the compounds or any of the 
pharmaceutical compositions described above. 

A class of the embodiment is the method wherein the cathepsin activity 
is cathepsin K activity. 

Another embodiment of the invention is a method of treating or 

10 preventing cathepsin dependent conditions in a mammal in need thereof, comprising 
administering to the mammal a therapeutically effective amount of any of the 
compounds or any of the pharmaceutical compositions described above. 

A class of the embodiment is the method wherein the cathepsin activity 
is cathepsin K activity. 

15 Another embodiment of the invention is a method of inhibiting bone 

loss in a manmial in need thereof, comprising administering to the mammal a 
therapeutically effective amount of any of the compounds or any of the 
pharmaceutical compositions described above. Another embodiment of the invention 
is a method of reducing bone loss in a manmial in need thereof, comprising 

20 administering to the mammal a therapeutically effective amount of any of the 

compounds or any of the pharmaceutical compositions described above. The utility of 
cathepsin K inhibitors in the inhibition of bone resorption is known in the literature, 
see Stroup, G.B., Lark, M.W., Veber, DF., Bhattacharrya, A., Blake, S., Dare, L.C., 
Erhard, K.F., Hoffman, S.J., James, LE., Marquis, R.w., Ru, Y., Vasko-Moser, J.A,, 

25 Smith, B.R., Tomaszek, T. and Gowen, M. Potent and selective inhibition of human 
cathepsin K leads to inhibition of bone resorption in vivo in a nonhuman primate. J. 
Bone Miner. Res., 16:1739-1746;2001; and Votta, B.J., Levy, M.A., Badger, A., 
Dodds, R.A., James, I.E., Thompson, S., Bossard, MJ., Carr, T., Connor, J.R., 
Tomaszek, T.A., Szewczuk, L., Drake, F.H., Veber, D., and Gowen, M. Peptide 

30 aldehyde inhibitors of cathepsin K inhibit bone resorption both in vivo and in vitro. J. 
' Bone Miner. Res. 12:1396-1406; 1997. 

Another embodiment of the invention is a method of tieating or 
preventing osteoporosis in a mammal in need thereof, comprising administering to the 
mammal a therapeutically effective amount of any of the compounds or any of the 

35 above pharmaceutical compositions described above. The utility of cathepsin K 
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inhibitors in the treatment or prevention of osteoporosis is known in the literature, see 
Saftig, P., Hunziker, E., Wehmeyer, O., Jones, S., Boyde, A., Rommerskirch, W., 
Moritz, J.D., Schu, P.; and Vonfigura, K. Impaired osteoclast bone resorption leads to 
osteoporosis in cathepsin K-deficient mice. Proc. Natl. acad. Sci. USA 95:13453- 
5 13458; 1998. 

Another embodinient of the invention is a method treating cancer in a 
mamma] in nee^ thereof, comprising administering to the mammal a therapeutically 
effective amount of any of the compounds or any of the pharmaceutical compositions 
described above. It is known in the literature that Cathepsin K is expressed in human 
10 breast carcinoma, see Littlewood-Evans AJ, Bilbe G, Bowler WB, Farley D, • 
Wlodarski B, Kokubo T, Inaoka T, Sloane J, Evans DB, GaHagher JA, "The . 
osteoclast-associated protease cathepsin K is expressed in human breast carcinoma." 
Cancer Res 1997 Dec l;57(23):5386-90. 

Exemplifying the invention is the use of any of the compounds 
described above in the prepai-ation of a medicament for the treatment and/or 
15 prevention of osteoporosis in a mammal in need thereof Still further exemplifying 
the invention is the use of any of the compounds described above in the preparation of 
a medicament for the treatment and/or prevention of: bone loss, bone resorption, bone 
fractures, metastatic bone disease and/or disorders related to cathepsin functioning. 

The compounds of this invention may be administered to mammals, 
20 preferably humans, either alone or, preferably, in combination with phaimaceutically 
acceptable carriers or diluents, optionally with known adjuvants, such as alum, in a 
pharmaceutical composition, according to standard pharmaceutical practice. The 
compounds can be administered orally or parenterally, including the intravenous, 
intramuscular, intraperitoneal, subcutaneous, rectal and topical routes of 
25 administration. It should be understood that topical routes of administration include 
transdermal delivery and patches. 

In the case of tablets for oral use, carriers which are commonly used 
include lactose and com starch, and lubricating agents, such as magnesium stearate, 
are commonly added. For oral administration in capsule form, useful diluents include 
30 lactose and dried com starch. For oral use of a therapeutic compound according to 
this invention, the selected compound may be administered, for example, in the forai 
of tablets of capsules, or as an aqueous solution or suspension. For oral 
administration in the form of a tablet or capsule, die active drug component can be 
combined with an oral, non-toxic, phaimaceutically acceptable, inert carrier such as 
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lactose, starch, sucrose, glucose, methyl cellulose, magnesium stearate, dicalcium 
phosphate, calcium sulfate, mannitol, sorbitol and the like; for oral administration in 
liquid form, the oral drug components can be combined with any oral, non-toxic, 
pharmaceutically acceptable men earner such as ethanol, glycerol, water and the like. 
5 Moreover, when desired or neccssar\', suitable binders, lubricants, disintegrating 

agents and coloring agents can also be incorporated into the mixture. Suitable binders 
include starch, gelatin, natural sugars such as glucose or beta-lactose, com sweeteners, 
natural and synthetic gums such as acacia, tragacanth or sodium alginate, 
carboxymethylcellulose, polyethylene glycol, waxes and the like. Lubricants used in 

10 these dosage forms include sodium olcate, sodium stearate, magnesium stearate, 
sodium benzoate, sodium acetate, sodium chloride and the like. Disintegrators 
include, without limitation, starch, methyl cellulose, agar, bentonite, xanthan gum and 
the like. When aqueous suspensions are required for oral use, the active ingredient is 
combined with emulsifying and suspending agents. If desired, certain sweetening 

15 , and/or flavoring agents may be added. For intramuscular, intraperitoneal, 

subcutaneous and intravenous use, sterile solutions of the active ingredient are usually 
prepared, and the pH of the solutions should be suitably adjusted and buffered. For 
intravenous use, the total concentration of solutes should be controlled in order to 
render the preparation isotonic. 

20 The compounds of the present invention can also be administered in 

the form of liposome delivery systems, such as small unilamellar vesicles, large 
unilamellar vesicles and multilamellar vesicles. Liposomes can be formed from a 
variety of phospholipids, such as cholesterol, stearylamine or phosphatidylcholines. 

Compounds of the present invention may also be delivered by the use 

25 of monoclonal antibodies as individual carriers to which the compound molecules are 
coupled. The compounds of the present invention may also be coupled with soluble 
polymers as targetable drug carriers. Such polymers can include 
polyvinylpyrrolidone, pyran copolymer, polyhydroxypropylmethaciylamide-phenol, 
polyhydroxy-ethylaspartamide-phenol, or polyethyleneoxide-polylysine substituted 

30 with palmitoyl residues. Furthermore, the compounds of the present invention may be 
coupled to a class of biodegradable polymers useful in achieving controlled release of 
a drug, for example, polylactic acid, polyglycolic acid, copolymers of polyactic and 
polyglycolic acid, polyepsilon caprolactone, polyhydroxy butyric acid, 
polyorthoesters, polyacetals, polydihydropyrans, polycyanoacrylates and crosslinked 

35 or amphipathic block copolymers of hydrogels. 
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The instant compounds are also useful in combination with loiown 
agents useful for treating or preventing osteoporosis, glucocorticoid induced 
osteoporosis, Paget's disease, abnormally increased bone turnover, periodontal 
disease, tooth loss, bone fractures, rheuniatoid arthritis, osteoarthritis, periprosthetic 
5 osteolysis, osteogenesis imperfecta, metastatic bone disease, hypercalcemia of 
malignancy, and multiple myeloma. Combinations of the presently disclosed 
compounds witl) other agents useful in treating or preventing osteoporosis or other 
bone disorders are within the scope of the invention. A plerson of ordinary skill in the 
art would be able to discern which combinations of agents would be useful based on 
10 the particular characteristics of the drugs and the disease involved. Such agents 

include the following: an organic bisphosphonate; an estrogen receptor modulator; an 
androgen receptor modulator; an inhibitor of osteoclast proton ATPase; an inhibitor of 
HMG-CoA reductase; an integrin receptor antagonist; an osteoblast anabolic agent, 
such as PTH; and the pharmaceutically acceptable salts and mixtures thereof. 

"Organic bisphosphonate" refers to compounds of the chemical 

formula 

PO3H2 
, A-(CH2)„-C-X . 

P03H2 

wherein n is an integer from 0 to 7 and wherein A and X are independently selected 
20 from the group consisting of H, OH, halogen, NH2, SH, phenyl, C1-C30 alkyl, C3- 

C30 branched or cycloalkyl, C1-C30 substituted alkyl, Cl-ClO alkyl substituted NH2, 
C3-C10 branched or cycloalkyl substituted NH2, Cl-ClO dialkyl substituted NH2, 
Cl-ClO alkoxy, Cl-ClO alkyl substituted thio, thiophenyl, halophenylthio, Cl-ClO 
alkyl substituted phenyl, pyridyl, furanyl, pyrrolidinyl, imidazolyl, imidazopyridinyl, 
25 and benzyl, such that both A and X are not selected from H or OH when n is 0; or A 
and X are taken together with the carbon atom or atoms to which they are attached to 
form a C3-C10 ring. 



-31 - 



BNSDOCID: <W O 0gQ6S>90lA3^l_a. 



wo 02/069901 



PCT/US02/06533 



In the foregoing chemical fonnula, the alkyl groups can be straight, 
branched, or cyclic, provided sufficient atoms are selected for the chemical formula. 
The C1-C30 substituted alkyl can include a wide variety of substituents, nonlimiting 
examples which include those selected from the group consisting of phenyl, pyridyl, 
5 furanyl, pyrrolidinyl, imidazonyl, NH2, Cl-ClO alkyl or dialkyl substituted NH2, OH, 

SH, and Cl-ClO alkoxy. 

The foregoing chemical formula is also intended to encompass 
complex carbocyclic, aromatic and hetero atom structures for the A and/or X 
substituents, nonlimiting examples of which include naphthyl, quinolyl, isoquinolyl, 

10 adamantyl, and chlorophenylthio. 

Pharmaceutically acceptable salts and derivatives of the 
bisphosphonates are also useful herein. Non-limiting examples of salts include those 
selected from the group consisting alkali metal, alkaline metal, ammonium, and 
mono-, di-, tri-, or tetra-Cl-C30-alkyl-substituted ammonium. Preferred salts are 

15 those selected from the group consisting of sodium, potassium, calcium, magnesium, 
and ammonium salts. More preferred are sodium salts. Non-limiting examples of 
derivatives include those selected from the group consisting of esters, hydrates, and 
amides. 

It should be noted that the terms "bisphosphonate" and 
20 "bisphosphonates", as used herein in referring to the therapeutic agents of the present 
invention are meant to also encompass diphosphonates, biphosphonic acids, and 
diphosphonic acids, as well as salts and derivatives of these materials. The use of a 
specific nomenclature in referring to the bisphosphonate or bisphosphonates is not 
meant to limit the scope of the present invention, unless specifically indicated. 
25 Because of the mixed nomenclature currently in use by those of ordinary skill in the 
art, reference to a specific weight or percentage of a bisphosphonate compound in the 
present invention is on an acid active weight basis, unless indicated otherwise herein. 
For example, the phrase "about 5 mg of a bone resorption inhibiting bisphosphonate 
selected from the group consisting of alendronate, pharmaceutically acceptable salts 
30 thereof, and mixtures thereof, on an alendronic acid active weight basis" means that 
the amount of the bisphosphonate compound selected is calculated based on 5 mg of 
alendronic acid. . 

Non-limiting examples of bisphosphonates useful herein include the 

following: 
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Alendronic acid, 4-amino-l"hydroxybutylidene-l,l-bisphosphonic 

acid/ 

Alendronate (also known as alendronate sodium or alendronate 
monosodium trihydrate), 4-amint>- 1 -hydroxybutylidene-l,i-bisphosphonic acid 
5 monosodium trihydrate. 

Alendronic acid and alendronate are described in U.S. Patents 
4,922,007, to Kieczykowski ei a!., issued May 1, 1990; 5,019,651, to Kieczykowski 
et al., issued May 28, 1991; 5,510,517, to Dauer et al., issued April 23, 1996; 
5,648,491, to Dauer et ah, issued July 15, 1997, all of which are incorporated by 
10 reference herein in their entirety. 

Cycloheptylaminomethylene-lJ-bisphosphonic acid, YM 175, 
Yamanouchi (incadronate, formerly Icnown as cimadronate), as described in U.S. 
Patent'4,970,335, to Isomura et aL, issued November 13, 1990, which is incorporated 
by reference herein in its entirety. 

l,l-dichloromethy]ene-l,l-diphosphonic acid (clodronic acid), and the 
disodium salt (clodronate, Procter and Gamble), are described in Belgium Patent 
672,205 (1966) and 7. Org. Chem 32, 411 1 (1967), both of which are incorporated by 
reference herein in their entirety. 

1 -hydroxy-3-(l -pyrroHdinyl)-propylidene-l , 1 -bisphosphonic acid (EB- 

20 . 1053). 

l-hydroxyetharie-l,l-diphosphonic acid (etidronic acid). 
1 -hydroxy-3-(N-methyl-N-pentylamino)propylidene- 1 , 1 -bisphosphonic 
acid, also known as BM-210955, Boehringer-Mannheim (ibandronate), is described in 
U.S. Patent No. 4,927,814, issued May 22, 1990, which is incorporated by reference 
. 25 herein in its entirety, 

1 -hydroxy-2-imidazo-(l ,2-a)pyridin-3-yethylidene (minodronate). 
6-aminO'-l-hydroxyhexylidene-l,l-bisphosphonic acid (neridronate). 
3-(dimethylamino)-l-hydroxypropylidene-l ,1-bisphosphonic acid 

(olpadronate). 

3° 3-amino-'l-hydroxypropylidene-l,l-bisphosphonic acid (pamidronate). 

[2-(2-pyridinyl)ethylidene]-l,l ^bisphosphonic acid (piridronate) is 
described in U.S. Patent No. 4,761,406, which is incorporated by reference in its 
entirety. 

l-hydroxy-2-(3-pyridiny])-ethy]idene-l,l-bisphosphonicacid 

35 (risedronate). 

-33 - 



BNSDOCID; ^VyO 0206990 1A2J_> 



wo 02/069901 



PCT/US02/06533 



(4-chlorophenyl)thiomethane-l,l-disphosphonic acid (tiludronate) as 
described in U.S. Patent 4,876,248, to Breliere et al., October 24, 1989, which is 
incorporated by reference herein in its entirety. 

1 -hydroxy-2-( IH-imidazol- 1 -yl)ethylidene- 1 , 1 -bisphosphonic acid 

5 (zoledronate). 

Nonlimiting examples of bisphosphonates include alendronate, 
cimadronate, clpdronate, etidronate, ibandronate, incadronate, minodronate, 
neridronate, olpadionate, pantiidronate, piridronate, risedronate, tiludronate, and 
zolendronate, and pharmaceutically acceptable salts and esters thereof. A particularly 

10 preferred bisphosphonate is alendronate, especially a sodium, potassium, calcium, 
magnesium or animoriium salt of alendronic acid. Exemplifying the preferred 
bisphosphonate is a sodium salt of alendronic acid, especially a hydrated sodium salt 
of alendronic acid. The salt can be hydrated with a whole number of moles of water 
or non whole numbers of moles of water. Further exemplifying the preferred 

15 bisphosphonate is a hydrated sodium salt of alendronic acid, especially when the 
hydrated salt is alendronate monosodiiim trihydrate. 

It is recognized that mixtures of two or more of the bisphosphonate 
actives can be utilized. 

The precise dosage of the organic bisphosphonate will vary with the 

20 dosing schedule, the particular bisphosphonate chosen, the age, size, sex and 

condition of the mammal or human, the nature and severity of the disorder to be 
treated, and other relevant medical and physical factors. Thus, a precise 
pharmaceutically effective amount cannot be specified in advance and can be readily 
determined by the caregiver or clinician. Appropriate amounts can be determined by 

25 routine experimentation from animal models and human clinical studies. Generally, 
an appropriate amount of bisphosphonate is chosen to obtain a bone resorption 
inhibiting effect, i.e. a bone resorption inhibiting amount of the bisphosphonate is 
adininistered. For humans,-an effective oral dose of bisphosphonate is typically from 
about 1.5 to about 6000 fig/kg body weight and preferably about 10 to about 2000 

30 Mg/kg of body weight. For alendronate monosodium trihydrate, common human 

doses which are administered are generally in the range of about 2 mg/day to about 40 
mg/day, preferably about 5 mg/day to about 40 mg/day. In the U.S. presently 
approved dosages for alendronate monosodium trihydrate are 5 mg/day for preventing 
osteoporosis, 10 mg/day for treating osteoporosis, and 40 mg/day for treating Paget's 

35 disease. ^ 
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In alternative dosing regimens, the bisphosphonate can be administered 
at intervals other than daily, for example once-weekly dosing, tv^ice-weekly dosing, 
biweekly dosing, and twice-monthly dosing. In a once weekly dosing regimen, 
alendronate monosodium trihydrate would be administered at dosages of 35 mg/week 
5 or 70 mg/week, 

"Estrogen receptor modulators" refers to compounds which interfere or 
inhibit the binding of estrogen to the receptor, regardless of mechanism. Examples of 
estrogen receptor modulators include, but are not limited to, estrogen, progestogen, 
estradiol, droloxifene, raloxifene, lasofoxifene, TSE-424, tamoxifen, idoxifene, 
10 LY353381, LYl 17081, toremifene, fulvestrant, 4-[7-(2,2-dimethyi-l-oxopropoxy-4- 
methyl-2-[4- [2-( 1 -piperidinyl)ethoxy]phenyl]-2H-l -benzopyran-3-yl]-phenyl-2,2- 
dimethylpropanoate, 4,4'-dihydroxybenzophenone-2,4-dinitrophenyI- 
hydrazone, and SH646, 

"Androgen receptor modulators" refers to compounds which 
15, interfere or inhibit the binding of androgens to the receptor, regardless of mechanism. 
Examples of androgen receptor modulators include finasteride and other 5a-reductase 
inhibitors, nilutamide, flutamide, bicalutamide, liarozole, and abiraterone acetate. 

"An inhibitor of osteoclast proton ATPase" refers to an inhibitor of the 
proton ATPaset which is found on the apical membrane of the osteoclast, and has 
20 been reported to play a significant role in the bone resorption process. This proton 
pump represents an attractive target for the design of inhibitors of bone resorption 
which are potentially useful for the treatment and prevention of osteoporosis and 
related metabolic diseases. See C. Farina et al., "Selective inhibitors of the osteoclast 
vacuolar proton ATPase as novel bone antiresorptive agents," DDT, 4: 163-172 
25 (1999)), which is hereby incorporated by reference in its entirety. 

"HMG-CoA reductase inhibitors" refers to inhibitors of S-hydroxy- 
3-methylglutaryl-CoA reductase. Compounds which have inhibitory activity for 
HMG-CoA reductase can be readily identified by using assays well-known in the 
art. For example, see the assays described or cited in U.S. Patent 4,231,938 at col. 
30 6, and WO 84/02131 at pp. 30-33. The terms "HMG-CoA reductase inhibitor" 

and "inhibitor of HMG-CoA reductase" have the same meaning when used herein. 

Examples of HMG-CoA reductase inhibitors that may be used include 
but are not limited to lovastatin (MEVACOR®; see U.S. Patent Nos. 4,231,938, 
4,294,926 and 4,319,039), simvastatin (ZOCOR®; see U.S. Patent Nos. 4,444,784, 
35 4,820,850 and 4,916,239), pravastatin (PRAVACHOL®; see U.S. Patent Nos. 
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4,346,227, 4,537,859, 4,410,629, 5,030,447 and 5,180,589), fluvastatin (LESCOL®; 
see U.S. Patent Nos. 5,354,772, 4,911,165, 4,929,437, 5,189,164, 5,118,853, 
5,290,946 and 5,356,896), atorvastatin (LIPITOR®; see U.S. Patent Nos. 5,273,995, 
4,681,893, 5,489,691 and 5,342,952) and cerivastatin (also known as rivastatin and 
5 BAYCHOL®; see US Patent No. 5,177,080). The structural formulas of these and 
additional HMG-CoA reductase inhibitors that may be used in the instant methods are 
described at page 87 of M. Yalpani, "Cholesterol Lowering Drugs", Chemistry 
Industry, pp. 85-89 (5 February 1996) and US Patent Nos. 4,782,084 and 4,885,314. 
The term HMG-CoA reductase inhibitor as used herein includes all pharmaceutically 

10 acceptable lactone and open-acid forms (i.e., where the lactone ring is opened to form 
the free acid) as well as salt and ester fomis of compounds which have HMG-CoA 
reductase inhibitory activity, and therefor the use of such salts, esters, open-acid and 
lactone forms is included within the scope of this invention. An illustration of the 
lactone portion and its corresponding open-acid form is shown below as stmctures I 

15 and n. 



20 salt and ester forms may preferably be formed from the open-acid, and all such forms 
are included within the meaning of the term "HMG-CoA reductase inhibitor" as used 
herein. Preferably, the HMG-CoA reductase inhibitor is selected from lovastatin and 
simvastatin, and most preferably simvastatin. Herein, the term "pharmaceutically 
acceptable salts" with respect to the HMG-CoA reductase inhibitor shall mean non- 
25 toxic salts of the compounds employed in this invention which are generally prepared 
by reacting the free acid with a suitable organic or inorganic base, particularly those 
fomied from cations such as sodium, potassium, alunninum, calcium, lithium. 






Lactone 
I 



Open-Acid 



In HMG-CoA reductase inhibitors where an open-acid form can exist, 
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magnesium, zinc and tetramethylammonium, as well as those salts formed from 
amines such as ammonia, ethylenediamine, N-methylglucamine, lysine, arginine, 
ornithine, choline, N,N'-dibenzylethylenediamine, chloroprocaine, diethanolamine, 
procaine, N-benzylphenethylamine, l'p-chloroben2yl-2-pyrrolidine-r-yl-methylbenz- 
5 imidazole, diethylamine, piperazine, and tris(hydroxymethyl) aminomethane. Further 
examples of salt forms of HMG-CoA reductase inhibitors may include, but are not 
limited to, acetate, benzenesulfonate, benzoate, bicarbonate, bisulfate, bitartrate, 
borate, bromide, calcium edetate, camsylate, carbonate, chloride, clavulanate, citrate, 
dihydrochloride, edetate, edisylate, estolate, esylate, fumai-ate, gluceptate, gluconate, 
10 gJutamate, glycollylarsanilate, hexylresorcinate, hydrabamine, hydrobromide, 

hydrochloride, hydroxynapthoate, iodide, isothionate, lactate, lactobionate, laurate, 
malate, maleate, mandelate, mesylate, methylsulfate, mucate, napsylate, nitrate, 
oleate, oxalate, pamaote, palmitate, panthothenate, phosphate/diphosphate, 
polygalacturonate, salicylate, stearate, subacetate, succinate, tanriate, tartrate, teoclate, 
15 tosylate, triethiodide, and valerate. 

Ester derivatives of the described HMG-^CoA reductase inhibitor 
compounds may act as prodrugs which, when absorbed into the bloodstream of 
a warm-blooded animal, may cleave in such a manner as to release the drug form 
and pemlit the drug to afford improved therapeutic efficacy. ^ 
^20 As used above, "integrin receptor antagonists" refers to compounds 

which selectively antagonize, inhibit or counteract binding of a physiological ligand to 
the avPa integrin, to compounds which selectively antagonize, inhibit or counter- 
act binding of a physiological ligand to the av^S integrin, to compounds which 
antagonize, inhibit or counteract binding of a physiological ligand to both the 

25 avPs integrin and the avP5 integrin, and to compounds which antagonize, inhibit or 
counteract the activity of the particular integrin(s) expressed on capillary endothelial 
cells. The term also refers to antagonists of the OCyPe, o^vPs, o^l3l/ot2pL aspi, 
agpi and OC6P4 integrins. The term also refers to antagonists of any combination 
of avPs, 0Cvp5, cxvPe. avPg^ aiPi, a2pi, asPi, ocePl and 0C6P4 integrins, H.N. 

30 Lode and coworkers in PNAS USA 96: 1591-1596 (1999) have observed synergistic 
effects between an antiangiogenic av integrin antagonist and a tumor-specific 
antibody-cytokine (interleukin-2) fusion protein in the eradication of spontaneous 
tumor metastases. Their results suggested this combination as having potential for the 
treatment of cancer and metastatic tumor growth. OvPs integrin receptor antagonists 

35 inhibit bone resorption through a new mechanism distinct from that of all currently 
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available drugs. Integrins are heterodimeric transmembrane adhesion receptors that 
mediate cell-cell and cell-matrix interactions. The a and P integrin subunits interact 
non-covalently and bind extracellular matrix ligands in a divalent cation-dependent 
manner. The most abundant integrin on osteoclasts is Ov^s (>10^/osteoclast), which 

5 appears to play a rate-limiting role in cytoskeletal organization important for cell 
migration and polarization. The oCypa antagonizing effect is selected from inhibition 
of bone resorption, inhibition of restenosis, inhibition of macular degeneration, 
inhibition of arthritis, and inhibition of cancer and metastatic growth. 

'''An osteoblast anabolic agent" refers to agents that build bone, such as 

0 PTH. The intermittent administration of parathyroid hormone (PTH) or its amino- 
terminal fragments and analogues have been shown to prevent, arrest, partially reverse 
bone loss and stimulate bone formation in animals and humans. For a discussion refer 
to D.W. Dempster et al., "Anabolic actions of parathyroid hormone on bone," Endocr 
Rev 14: 690-709 (1993). Studies have demonstrated the clinical benefits of 

5 parathyroid hormone in stimulating bone formation and thereby increasing bone mass 
and strength. Results were reported by RM Neer et al., in New Eng J Med 344 1434- 
1441(2001). 

In addition, parathyroid hormone-related protein fragments or 
analogues, such as PTHrP-(l-36) have demonstrated potent anticalciuric effects [see 

0 M.A. Syed et al., "Parathyroid hormone-related protein-(l-36) stimulates renal tubular 
calcium reabsorption in normal human volunteers: implications for the pathogenesis. 
of humoral hypercalcemia of malignancy," JCEM 86: 1525-1531 (2001)] and may 
also have potential as anabolic agents for treating osteoporosis. 

If formulated as a fixed dose, such combination products employ the 

5 compounds of this invention within the dosage range described below and the other 
pharmaceutically active agent(s) within its approved dosage range. Compounds of the 
instant invention may alternatively be used sequentially with known pharmaceutically 
acceptable agent(s) when a combination formulation is inappropriate. 

The term "administration" and variants thereof (e.g., "administering" 

0 a compound) in reference to a compound of the invention means introducing the 
compound or a prodrug of the compound into the system of the animal in need of 
treatment. When a compound of the invention or prodrug thereof is provided in 
combination with one or more other active agents (e.g., a cytotoxic agent, etc.), 
"administration" and its variants are each understood to include concurrent and 

5 sequential introduction of the compound or prodrug thereof and other agents. The 
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present invention includes within its scope prodrugs of the compounds of this 
invention. In general, such prodrugs will be functional derivatives of the compounds 
of this invention which are readily convertible in vivo into the required compound. 
Thus, in the methods of treatment of the present invention, the term "administering" 
5 shall encompass the treatment of the various conditions described with the compound 
specifically disclosed or with a compound which may not be specifically disclosed, 
but which conv^irts to the specified compound in vivo after administration to the 
patient. Conventional ^procedures for the selection and preparation of suitable prodrug 
derivatives are described, for example, in "Design of Prodiiigs," ed. H. Bundgaard, 
10 Elsevier, 1985, which is incorporated by reference herein in its entirety. Metabolites 
of these compounds include active species produced upon introduction of compounds 
of this invention into the biological milieu. 

As used herein, the term "composition" is intended to encompass a 
product comprising the specified ingredients in the specified amounts, as well as 
15 any product which results, directly or indirectly, from combination of the specified 
ingredients in the specified amounts. . 

The term "therapeutically effective amount" as used herein means 
■ that amount of active compound or pharmaceutical agent that elicits the biological 
or medicinal response in a tissue, system, animal or human that is being sought by 
20 a researcher, veterinarian, medical doctor or other clinician. 

The term "bone resorption," as used herein, refers to the process by 
which osteoclasts degrade bone. 

The terms "treating" or "treatment'' of a disease as used herein 
includes: preventing the disease, i.e. causing the clinical symptoms pf the disease not 
25 to develop in a mammal that may be exposed to or predisposed tothe disease but does 

not yet experience or display symptoms of the disease; inhibiting the disease, i.e., 
arresting or reducing the development of the disease or its clinical symptoms; or 
relieving the disease, i.e., causing regression of the disease or its clinical symptoms: 
The present invention also encompasses a pharmaceutical composition 
30 useful in the treatment of osteoporosis or other bone disorders, comprising the 
administration of a therapeutically effective amount of the compounds of this 
invention, with or without pharmaceutically acceptable carriers or diluents. Suitable 
compositions of this invention include aqueous solutions comprising compounds of 
this invention and pharmacologically acceptable carriers, e.g., saline, at a pH level, 
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e.g., 7.4. The solutions may be introduced into a patient's bloodstream by local bolus 
injection. 

When a compound according to this invention is administered into 
a human subject, the daily dosage will normally be determined by the prescribing 
5 physician with the dosage generally varying according to the age, weight, and 

response of the individual patient, as well as the severity of the patient's symptoms. 

Ip one exemplary application, a suitable amount of compound is 
administered to a mammal undergoing treatment for a cathepsin dependent condition. 
Oral dosages of the present invention, when used for the indicated effects, will range 

10 between about 0.01 mg per kg of body weight per day (mg/kg/day) to about 100 
mg/kg/day, preferably 0.01 to 10 mg/kg/day, and most preferably 0.1 to 5.0 
mg/kg/day. For oral administration, the compositions are preferably provided in the 
form of tablets containing 0,01, 0.05, 0.1, 0.5, 1.0, 2.5, 5.0, 10.0, 15.0, 25.0, 50.0, 100 
and 500 milligrams of the active ingredient for the symptomatic adjustment of the 

15 dosage to the patient to be treated. A medicament typically contains from about 0.01 
mg to about 500 mg of the active ingredient, preferably, from about 1 mg to about 100 
mg of active ingredient. Intravenously, the most preferred doses will range from 
about 0.1 to about 10 mg/kg/minute during a constant rate infusion. Advantageously, 
compounds of the present invention may be administered in a single daily dose, or the 

20 total daily dosage may be administered in divided doses of two, three or four times 
daily. Furthermore, preferred compounds for the present invention can be 
administered in intranasal form via topical use of suitable intranasal vehicles, or via 
transdermal routes, using those forms of transdermal skin patches well known to those 
of ordinary skill in the art. To be administered in the form of a transdermal delivery 

25 system, the dosage administration will, of course, be continuous rather than 
interxnittant throughout the dosage regimen. - 

The compounds of the present invention can be used in combination 
with other agents useful for treating cathepsin-mediatcd conditions. The individual 
components of such combinations can be administered separately at different times 

30 during the course of therapy or concurrently in divided or single combination forms. 
The instant invention is therefore to be understood as embracing all such regimes of 
simultaneous or alternating treatment and the term "administering" is to be interpreted 
accordingly. It will be understood that the scope of combinations of the compounds 
of this invention with other agents useful for treating cathepsin-mediated conditions 
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includes in principle any combination with any pharmaceutica] composition usefu] for 
treating.disorders related to estrogen functioning. 

The scope of the invetion therefore encompasses the use of the 
instantly claimed compounds in combination with a second agent selected from: an 
5 organic bisphosphonate; an estrogen receptor modulator; an androgen receptor 
modulator; an inhibitor of osteoclast proton ATPase; an inhibitor of HMG-CoA 
reductase; an iniegrin receptor antagonist; an osteoblast anabolic agent, such as PTH; 
and the pharmaceutically acceptable salts and niixtures thereof. 

These and other aspects of the invention \yill be apparent from the 
10 teachings contained herein. 

Definitions 

The compounds of the present invention may have asymmetric centers, 
chiral axes, and chiral planes (as described in: E.L. Eliel and S.H. Wilen, Stereo- 

15 chemistry of Carbon Compounds, John Wiley & Sons, New York, 1994, pages 1119- 
1 190), and occur as racemates, racemic mixtures, and as individual diastereomers, 
with all possible isomers and mixtures thereof, including optical isomers, being 
. included in the present invention. In addition, the compounds disclosed herein may 
exist as tautomers and both tautomeric forms are intended to be encompassed by the 

20 scope of the invention, even though only one tautomeric structure is depicted. For 
example, any claim to compound A below is understood to include tautomeric 
structure B, and vice versa, as well as mixtures thereof. 



OH 



25 



1 cs 



When any variable (e.g. Ra Rb, r7 etc.) occurs more than one time 
in any constituent, its definition on each occurrence is independent at every other 
occurrence. Also, combinations of substituents and variables are pemiissible only 
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if such combinations result in stable compounds. Lines drawn into the ring systems 
from substituents indicate thai the indicated bond may be attached to any of the sub- 
stitutable ring carbon atoms. Il 'ihc ring system is polycyclic, it is intended that the 
bond be attached to any of the suitable carbon atoms on the proximal ring only. 
5 It is to be understood that when n is zero, R5 is bonded directly to D, 

which is optionally substituted. 

Jt is understood that substituents and substitution patterns on the 
compounds of the instant invention can be selected by one of ordinary skill in the art 
to provide compounds that are chemically stable and that can be readily synthesized 

10 by techniques known in the ail, as well as those methods set forth below, from readily 
available starting materials. If a substituent is itself substituted with more than one 
group, it is understood that these multiple groups may be on the same carbon or 
on different carbons, so long as a stable structure results. The term "optional" or 
"optionally" means that the subsequently described event or circumstance may or may 

15 not occur, and that the description includes instances where the event or circumstance 
occurs and instances in which it does not. The phrase "optionally substituted with one 
or more substituents" should be taken to be equivalent to the phrase "optionally 
substituted with at least one substituent" and in such cases the preferred embodiment 
will have from zero to three substituents. 

20 As used herein, "alkyl" is intended to include both branched and 

straight-chain saturated aliphatic hydrocarbon groups having the specified number of 
carbon atoms. For example, Ci-Cio, as in "Ci-CiQ alkyl" is defined to include 

groups having 1, 2, 3, 4, 5, 6, 7, 8, 9 or 10 carbons in a linear, branched, or cyclic 
arrangement. For example, "Ci-Cio alkyl" specifically includes methyl, ethyl, 

25 propyl, butyl, pentyl, hexyl, heptyl, octyl, nonyl, decyl, and so on.. "Alkoxy" represents 
an alkyl group of indicated number of carbon atoms attached through an oxygen 
bridge. 

The term "cycloalkyl" or "carbocycle" shall mean cyclic rings of 
alkanes of three to eight total carbon atoms, or any number within this range (i.e., 
30 cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl or cyclooctyl). 

If no number of carbon. atoms is specified, the term "alkenyl" refers 
to a non-aromatic hydrocarbon radical, straight, branched or cyclic, containing from 
' 2 to 10 carbon atoms and at least 1 carbon to carbon double bond. Preferably 1 
carbon to carbon double bond is present, and up to 4 non-aromatic carbon-carbon 
35 double bonds may be present. Thus, "C2-C6 alkenyl" means an alkenyl radical 
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having from 2 to 6 carbon atoms. Alkenyl groups include ethieny], propenyl, butenyl 
and cyclohexenyl. As described above with respect to alkyl, the straight, branched or 
cyclic portion of the alkenyl group may contain double bonds and may be substituted 
if a substituted alkenyl group is indicated. 

^ The term "alkynyl" refers to a hydrocarbon radical straight or 

branched, containing from 2 to 10 carbon atoms and at least 1 carbon to carbon triple 
bond. Up to 3 carbon-carbon triple bonds may be present. Thus, "C2-C6 alkynyl" 
means an alkyiiyl radical having from 2 to 6 carbon atoms. Alkynyl groups include 
ethynyl, propynyl and butynyl. As described above with respect to alkyl, the straight, 

10 branched or cyclic portion of the alkynyl group may contain triple boiids and may be 
substituted if a substituted alkynyl group is indicated. 

In certain instances, substituents may be defined with a range of 
carbons that includes zero, such as (Co-C6)aIkylene-aryI. If aryl is taken to be phenyl, 
this definition would include phenyl itself as well as -CH2Ph, -CH2CH2Ph, CH(CH3) 

15 CH2CH(CH3)Ph, and so on. 

As used herein, "aryl" is intended to mean any stable monocyclic 
or bicyciic carbon ring of up to 10 atoms in each ring, wherein at least one ring is 
aromatic. Examples of such aryl elements include phenyl, naphthyl, tetrahydro- 
naphthyl, indanyl, biphenyl, phenanthryl, anthryl or acenaphthyl. In cases where 
20 the aryl substituent is bicyciic and one ring is non-aromatic, it is understood that 
attachment is via the aromatic ring. 

The term "heteroaryl", as used herein, represents a stable monocyclic 
or bicyciic ring of up to 10 atoms in each ring, wherein at least one ring is aromatic 
and contains from 1 to 4 heteroatoms selected from the group consisting of O. N and 
25 S, S0 and S02. Heteroaryl groups within the scope of this definition include but are 
. not hmited to: benzoimidazolyl, benzofuranyl, benzofurazanyl, benzopyrazolyl, 
benzotriazolyl, benzothiophenyl, benzoxazolyl, carbazolyl, carbolinyl, cinnplinyl, 
furanyl, indolinyl, indolyl, indolazinyl, indazoly],.isobenzofuranyl, isoindolyl, 
isoquinolyl, isothiazolyl, isoxazolyl, naphthpyridinyl, oxadiazolyl, oxazolyl, 

30 oxazoline, isoxazoline, oxetanyl, pyranyl, pyrazinyl, pyrazolyl, pyridazinyl, 

pyridopyridinyl, pyridazinyl, pyridyl, pyrimidyl, pyrrolyl, quinazolinyl, quinolyl, 
quinoxalinyl, tetrazolyl, tetrazolopyridyl, thiadiazolyl, thiazolyl, thienyl, triazolyl, 
azetidiny], aziridinyl, 1,4-dioxanyl. hexahydroazepinyl, dihydrobenzoimidazolyl, 
dihydrobenzofuranyl, dihydrobenzotfaiophenyl, dihydrobenzoxazolyl, dihydrofurany], 

35 dihydroimidazolyl, dihydroindolyl, dihydroisooxazolyl, dihydroisothiazolyl, 
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dihydrooxadiazolyl, dihydrooxazolyl, dihydropyrazinyl, dihydropyrazolyl, 
dihydropyridiny], dihydropyrimidinyl, dihydropyrrolyl, dihydroquinolinyl, 
dihydrotetrazolyl, dihydrothiadiazolyl, dihydrothiazolyl, dihydrothienyl, 
dihydrotriazolyl, dihydroazetidinyl, methylenedioxybenzoyl, tetrahydrofuranyl, 
5 tetrahydrothienyl, 

acridinyl, carbazolyl, cinnolinyl, quinoxalinyl, pyrrazolyl, indolyl, benzotriazolyl, 
benzothiazolyU^benzoxazolyl, isoxazolyl, isothiazolyl, furanyl, thienyl, benzothienyl, 
benzofuranyl, quinolinyl, isoquinolinyl, oxazolyl, isoxazolyl, indolyl, pyrazinyl,' 
pyridaziny], pyridinyl, pyrimidinyl, pyn'olyl, tetra-hydroquinoline. In cases where the 
10 heteroaryl substituent is bicyclic and one ring is non-aromatic or contains no 
heteroatoms, it is understood that attachment is via the aromatic ring or via the 
heteroatom containing ring, respectively. If the heteroaryl contains nitrogen atoms, it 
is understood that the corresponding N-oxides thereof are also encompassed by this 
definition, 

15 As appreciated by those of skill in the art, "halo" or "halogen" as used 

herein is intended to include chloro, fluoro, bromo and iodo. The term "keto" means 
carbonyl (C=0). 

The term "haloalkyl" means an alkylradical as defined above thast is 
substituted with one or more halogen atoms, preferably one to three halogen atoms. 

20 The term "hydroxyalkyl" means a linear monovalent hydrocarbon 

raidcal of one to six carbon atoms or a branched monovalent hydrocarbon radical of 
three to six carbons substituted with one or two hydroxy groups, provided that if two 
hydroxy groups are present they are not both on the same carbon atom. 
Representative examples include, but are not limited to, hydroxymethyl, 2- 

25 hydroxyethyl, 2-hydroxypropyl, 3- hydroxypropyl, and the like. 

The term "amino" means the radical -NH2. Unless indicated otherwise, 
the compounds of the invention containing amino moieties include protected 
derivatives thereof. Suitable protecting groups for amino moieties include acetyl, ten- 
butoxycarbonyl, benzyloxycarbonyl, and the like. 

30 The term "heterocycle" or "heterocyclyl" as used herein is intended to 

mean a 5- to 10-membered nonaromatic ring containing from 1 to 4 heteroatoms 
selected from the group consisting of O, N, S, SO and SO2, and includes bicyclic 

groups. "Heterocyclyl" therefore includes, but is not limited to the following: 
imidazolyl, piperazinyl, piperidinyl, pyirolidinyl, morpholinyl, thiomorpholinyl, 
35 tetrahydropyranyl, dihydropiperidinyl, tetrahydrothiophenyl and the like. 
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If the heterocycle contains a nitrogen, it is understood that the corresponding N-oxides 
thereof are also erncompassed by this definition. 

The present invention also includes N-oxide derivatives and protected 
derivatives of compounds of Formula 1. For example, when compounds of 
5 Formula I contain an oxidizable niiroiien atom, the nitrogen atom can be 
converted to an N-oxide by methods well known in the art. Also when 
compounds of J?ormula I contain groups such as hydroxy, carboxy, thiol or any 
group containing a nitrogen atom(s), these groups can be protected with a 
suitable protecting groups. A comprehensive Hst of suitable protective 

10 groups can be found in T.W. Greene, Protective Groups in Organic Synthesis, 
John Wiley & Sons, Inc. 1 9S 1 , the disclosure of which is incorporated herein = 
by reference in its entirety. The protected derivatives of compounds of 
Formula I can be prepared by methods well known in the art. 

Whenever the temi "alkyl" or "aryl" or either of their prefix roots 

15 appear m a name of a substituent (e.g., aiyl Cq^S alkyl) it shall be interpreted as 

including those limitations given above for "alkyl" and "aryl." Designated numbers of 
carbon atoms (e.g., Ci^io) shall refer independently to the number of carbon atoms in 
an alky] or cyclic alkyl moiety or to the alkyl portion of a larger substituent in which 
alkyl appears as its prefix root. 

The term "acylamino" means the radical -NHCOR where R is an alkyl 
group as defined above. 

The term "acylaminoalkyr' means an alkyl radical as defined above 
that is substituted with one or two -NHCOR groups where R is an alkyl group as 
defined above, e.g. acetylaminomethyl and the like. 
^5 The term "alkylamino" means the raidcal -NHR where R is an alkyl . 

group as defined above, i.e. methylamino, ethylamino, and the like. 

The term "alkylaminoalkyl" means an alkyl radical as defined above 
that is substituted with one- or two -NHE; where R is an alkyl group as defined above, 
i.e. methylaminomethyl, ethylaminomethyl, and the like. 

The term "di alky] amino'' means the radica] -NRR where R is 
independently alkyl as defined above, i.e. dimethyl amino and the like. 

The term "hydroxycarbonyl" means the radical as defined above, i.e., 
methoxycarbonylmethyl and the like. 

The term "hydroxycarbonylalkoxy" means the radical -OCOOH. 
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The term "alkylcarbonyloxy" means the radical --OCOOR where R is 
alkyl as defined above, i.e., methoxycarbonyloxy and the like. 

The pharmaceutically acceptable salts of the compounds of this 
invention include the conventional non-toxic salts of the compounds of this invention 

5 as formed inorganic or organic acids. For example, conventional non-toxic salts 
include those derived from inorganic acids such as hydrochloric, hydrobromic, 
sulfuric, sulfamic, phosphoric, nitric and the like, as well as salts prepared from 
organic acids such as acetic, propionic, succinic, glycolic, stearic, lactic, malic, 
tartaric, citric, ascorbic, pamoic, maleic, hydroxymaleic, phenylacetic, glutamic, 

0 benzoic, salicylic, sulfanilic, 2-acetoxy-benzoic, fumaric, toluenesulfonic, 

methanesulfonic, ethane disulfonic, oxalic, isethionic, trifluoroacetic and the like. 
The preparation of the pharmaceutically acceptable salts described above and other 
typical pharmaceutically acceptable salts is more fully described by Berg et al, 
"Pharmaceutical Salts," J, Phaiin, ScL, 1977:66:1-19, hereby incorporated by 

5 reference. The pharmaceutically acceptable salts of the compounds of this invention 
can be synthesized from the compounds of this invention which contain 
a basic or acidic moiety by conventional chemical methods. Generally, the salts 
of the basic compounds are prepared either by ion exchange chromatography or by 
reacting the free base with stoichiometric amounts or with an excess of the desired 

0 salt-fomiing inorganic or organic acid in a suitable solvent or various combinations 
of solvents. Similarly, the salts of the acidic compounds are formed by reactions 
with the appropriate inorganic or organic base. 

For purposes of this specification, the following abbreviations have the 
indicated meanings: 



AcOH = acetic acid 

Boc = t-butyloxycarbonyl 

B0C2O = . di-tert-butyl dicarbonate 

BuLi = butyl lithium 

CCI4 = carbon tetrachloride 

CH2CI2 = methylene chloride 

CH3CN = acetonitrile 

CHCI3 = chloroform 

CS2CO3 = cesium carbonate 

Cul = copper iodide 
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DIAD = diisopropyl azodicarboxylate 

DMA = A^,A^-dimethyl acetamide 

DMAP = 4-(dimeth3'laraino)pyridine 

DMF = N,N-dimethylfonnamide 

5 DMSO = dimethylsulfoxide 

DPPA = diphenylphosphoryl azide 

EDCI =5 l"(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 

Et20 = diethyl ether 

EtsN = triethylamine 

10 EtOAc = ethyl acetate 

EtOH = ethanol 

HATU =r o-(7-azaben2otriazoM-yI>NJsr,N\N'-tetrainethyIuroniurn 

hexafluorophosphate 

HO Ac = acetic acid 

15 KCN = potassium cyanide 

K2CO3 = potassium carbonate 

KOBu' = ^ potassium re/t-butoxide 

LiAlHU = lithium aluminum hydride 

LiOH = lithium hydroxide ; 

20 mCPBA = metachloroperbenzoic acid 

MeOH . = methanol 

MeOTf = methyl triflate 

MeSOsH = methane sulfonic acid 

MgS04 \ ^ magnesium sulfate 

-5 Ms . = methanesulfonyl = mesyl 

i^sCl = methanesulfonyl chloride 

MTBE = tert-butyl methyl ether 

NaBH4 = sodium borohydride 

NaH = sodium hydride 

30 NaaCOs = sodium carbonate 

NaHCOs = sodium hydrogencarbonate 

NaOCl = sodium hypoclorite 

NaOH = sodium hydroxide 

Na2S04 = sodium sulfate 

35 NBS - N-bromosuccinimide 
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NCS = N-chlorosuccinimide 

NH3 = ammonia 

NH4CI = aimnonium chloride 

Pd/C = palladium on carbon 

5 PdCl2(dppf) = [ 1 , r -bis(diphenylphosphino)f errocene]dichloropalladium(II) 

Pd2(dba)3 = tris(dibenzyiideneacetone)dipalladium(0) 

PG = protecting group 

POCI3 ' = phosphorus oxychloride 

PPha = triphenylphosphine 

10 PPTS = pyridinium p-toluenesulfonate 

2Pr2Nli = lithium diisopropyl amide 

PyBOP = benzotriazoH-yloxytris(pyrrolidino)phosphonium- 

hexafluorophosphate 

rt = room temperature 

15 sat. aq. = saturated aqueous 

TFA = trifluoroacetic acid 

THF = tetrahydrofuran 

. tic = thin layer chromatography 

Tree = trichloroethyloxycarbonyl 

20 Me = methyl 

Et = ethyl 

n-Pr = normal propyl 

i-Pr = isopropyl 

n-Bu = normal butyl 

25 i-Bu = isobutyl. 

s-Bu = secondary butyl . 

t-Bu = tertiary butyl . 

The novel compounds of the present invention can be prepared 
30 according to the following general procedures using appropriate materials and are 

further exemplified by the following specific examples. The compounds illustrated in 
the examples are not, however, to be construed as forming the only genus that is 
considered as the invention. The following examples further illustrate details for the 
preparation of the compounds of the present invention. Those skilled in the art will 
35 readily understand that known variations of the conditions and processes of the 
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following preparative procedures can be used to prepare these compounds. All 
temperatures are degrees Celsius unless otherwise noted. Substituent numbering as 
shown in the schemes does not necessarily correlate to that used in the claims. 

5 GENERAL SYNTHESIS 

The starting materials and reagents used in preparing these compounds are either 
available from commercial suppliers such as Aldrich Chemical Co., (Milwaukee, 
Wis.), Bachem (Torrance, Calif.), or Sigma (St. Louis, Mo.) of are prepared by 

10 methods known to those skilled in the art following procedures set forth in references 
such as Fieser and Fieser's Reagents for Organic Synthesis, Volumes M7 (John 
Wiley and Sons, 1991); Rodd's Chemistry of Carbon Compounds, Volumes 1-5 and 
Supplementals (Elsevier Science Publishers, 19S9); Organic Reactions, Volumes 1-40 
(John Wiley and Sons, 1991), March's Advanced Organic Chemistry, (John Wiley and 

15 Sons, 4th Edition) and Larock's Comprehensive Organic Transformations (VCH 
Publishers Inc., 1989). These schemes are merely illustrative of some methods by 
which the compounds of this invention can be synthesized, and various modifications 
to these schemes can be made and will be suggested to one skilled in the art having 
referred to this disclosure. 
20 The starting materials and the intermediates of the reaction may be isolated and 
purified if desired using conventional techniques, including but not limited to 

filtration, distillation, crystallization, -chromatography and the like. Such materials 
may be characterized using conventional means, including physical constants and 
spectral data. 

2^ Unless specified to the contrary, the reactions described herein take 

place at atmospheric pressure over a temperature range from about -78 °C to about 
150 °C, more preferably from about 0 ""C to about 125 ''C and most preferably at about 
room (or ambient) temperature, e.g., about 20 °C. 

30 Compounds of the present invention in which X- -NH-, n is 1 or 2, and other 

groups are as defined in the Summary of the Invention may be prepared according to 
Schemes la, lb or Ic as illustrated below. 

Scheme la 
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Treatment of the alpha-aminoacetic acid of formula 2 with a compound of 
5 formula 1 provides a compound of formula 3. When the reacting halogen in 

compound 1 is a bromide, the reaction may be carried out in the presence of copper 
iodide and a base such as potassium carbonate in a suitable organic solvent such as 
dimethylacetamide, and the like. In cases where the reactive halogen is a chloride, a 
direct nuclebphilic displacement may be possible when carried out in the presence of 
10 a base such as potassium carbonate. 

Compounds of formula 1, 2 and 4 are conraiercially available or may be 
synthesized by methods well known in the art. For example, 3,4-dibromothiophene, 
chlorophenyl tetrazole, leucine and aminoacetonitrile hydrochloride are conamercially 
available. 

15 Treatment of 3 with 2-aminoacetonitrile of fomiula 4 in the presence of a 

suitable coupling agent such as PyBOP affords compound 5. The reaction is carried 
out in a suitable organic solvent such as dimethylformamide, dioxane, and the like ^ 
and in the presence of an organic base such as triethylamine, diisopropylamine, 
pyridine, and the like. 
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In the instance where is a halogen, compound 5 may be converted to 
compounds of Formula I where n is 1 or 2 by reacting 5 with a boronic acid 
compound of formula 6 where n is 1 or 2, and E and are as defined in the Summary 
of the Invention. The reaction is carried out in the presence of a palladium catalyst 
such as PdCl2(dppf)> a base such as sodium carbonate and in a suitable organic 

solvent such as dimethylformamide. 

✓ . . . . 

Compounds of formula 6 are either commercially available or they may be 
prepared from the corresponding aryl bromide or triflate by methods well known in 
the art. 

Scheme lb 
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Alternative syntheses of compounds of the present invention in which X= - 
NH- using Mitsonobu or alkylation chemistry are depicted in Scheme lb. Treatment 
of compound 7 with 2,2,2-trichloroethyl chloroformate in the presence of suitable 
bases such as DMAP and pyridine in an appropriate organic solvent such as 
dichloromethane may afford the di-troc protected amine. The mono-troc compound 8 
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may then be obtained by base cleavage of one of the tree groups. Alternatively the 
mono-troc compound 8 may be obtained directly from compound 7. Using a 
Mitsonobu route, the troc amine 8 is reacted with the alcohol 9a using reagents such 
as triphenyl phosphine and diisopropy] azodicarboxylate in the presence of a suitable 
5 organic solvent such as DMF. 

Altematively, the troc amine 8 may be alkylated with the coiresponding 
halogenated compound 9b using a base such as sodium hydride. Compounds 9a and 
9b are either commercially available or are described in the literature. Either route 
generates compound 1 0 which may then be elaborated to compounds of Formula I by 
10 one of two sequences: (i) Suzuki reaction with boronic acids of general structure 6 to 
yield compounds 1 1 followed by removal of the troc group with zinc in the presence 
of an appropriate acid such as KH2PO4, base hydrolysis of the ester and coupling with 
aminoacetonitrile 4 or (ii) removal of the troc group of 10 with zinc in the presence of 
• an appropriate acid such as KH2PO4. base hydrolysis of the ester and coupling with 
1 5 aminoacetonitrile 4 followed by Suzuki reaction between the generated compound 5 
and the boronic acid 6. The intermediate 1 1 may also be obtained by reversing the 
order of the Mitsonobu/alkylation step and the Suzuki reaction with boronic acid 6 as 
. illustrated in Scheme lb. 

In Scheme lb, the sjoithesis commences with the halogenated aryl/heteroaryl 
20 amine 7 . Compounds of general structure 7 are either commercially available or may 
be prepared according to Schemes II and 12. 

Instead of commencing with the halogenated aryl/heteroaiyl amine 7, one may 
synthesize compounds of the present invention in which X=-NH- by using the above 
described Mitsonobu and alkylation chemistry starting with the non-halogenated 
25 intermediate 13 (see Scheme Ic). Compound 13, in turn, may be prepared as 
described in Scheme Ic from the aryl/heteroaryl amine 12 either by forming the 
mono-troc 13 directly or forming the di-troc intermediate followed by base cleavage 
of one of the troc groups. Compounds of general structure 12 are either commercially 
available or may be prepared according to Schemes 13 and 14. Compound 14 may be- 
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elaborated to compounds of Fonnula I by one of three possible sequences as 
illustrated in Scheme Ic. . 



O 



1) CI^^O" 
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Compounds of the present invention where X= -NH-, -0-, -S-, -C(R'')(R^)0-, 
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-C(R')(R8)NH-, -C(R')(R«)S-, -SO2-, -C(R')(R«)S02-, n is 1 or 2, and other groups 
are as defined in the Summary of the Invention may be prepared according to 
Schemes 2a and 2b illustrated below. 



Scheme 2a 



base 



O ^ O 

I . ' ■ 18 



10 Treatment of a compound of formula 16 where is -NH2, -OH, -SH, - 

C(R^)(R«)NH2. -C(R^)(R«)OH, or -C(R')(R«)SH where R^ and R^ are as defined in the 
Summary of the Invention with the compound of formula 9b provides a compound of 
formula 17. where X is -NH-, -0-, -S-, -C(R'')(R8)NH-, -C(R^)(R«)0- or -C(R'')(R«)S-, 
respectively. The reaction is carried out in the presence of a strong non-nucleophilic 

15 base such as sodium hydride, potassium re?t-butoxide, and the like and in a satiable 
organic solvent such as dimethylfomiaimde, icJrahydrofuran, and the like. Hydrolysis 
of the ester group in 17 under basic reaction conditions provides a compound of 
formula 18. Suitable bases are aqueous lithium hydroxide, sodium hydroxide, and the 
like. Suitable solvents are alcoholic solvents such as methanol, ethanol, and the like. 
20 A compound of formula 1 8 may then be converted to a corresponding compound of 
Formula I where n is 1 or 2 as described in Scheme la above. 
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Alternatively, treatment of a compound of formula 16 where is -NH2, -OH, 
-SH, -C(R^)(R^)NH2, -C(R'^)(R^)0H, or «C(R^)(R^)SH where r'' and R^ are as defined 
in the Summary of the Invention with ihe boronic acid 6 as previously described 
provides compound 19. Compound 19 may then be reacted with compound of 
5 formula 9b as described in Scheme 2a to provide a compound of formula 20 where X 
is -NH-, -0-, -S-, -C(R^)(R%H-, -C(R')(R^)0- or -C(R^)(R^)S-, respectively. 
Compound 20 may be elaborated as previously described to a corresponding 
compound of Formula I. 

Scheme 2b 




10 I 

Alternatively, a corhpound of Formula I where X is — O- may be prepared by 

reacting a 2,2,2-trichloroethanol compound of formula GCl3-C(R^R'*)-OH with a 
compound of 16 where X^ is -OH to provide a compound of formula IS which is then 
converted to a compound of Formula I as described in Scheme la. 
15 A compound of Formula I where X is -SO2- or "C(R'^)(R^)S02- may be 

prepared from a corresponding compound of Formula I where X is -S- or - 
C(R^)(R^)S- under oxidation reaction conditions well known in the art. 

20 
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Compounds of the present invention in which X= -CH2NH- may be prepared 
according to Scheme 3, as illustrated below. 

Scheme 3 

halo-- Y HgN-^Y^ \ ^ "D-^N-^Sf-^X 

O O . 2) MeOH, NaBH4, 0 °C H jj^ 



21 / 22 



1 



23 

base 



I 24 



Condensation of an aldehyde of fomula 21- with 2-aminoacetate of formula 
22, followed by reduction of the resulting imine with a suitable reducing agent such as 
sodium borohydride provides a compound of formula 23. Hydrolysis of the ester 
10 group in 23 under basic reaction conditions provides the corresponding acid 24 which 
is then converted to a compound of Formula I as described in Scheme la above. 
Compounds 21 and 22 are either commercially available or may be synthesized 
according to procedures well known in the art. 

15 Compounds of the present invention in which X= -CH2- may be prepared 

according to Scheme 4 illustrated below. 

Scheme 4 
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Alkylation of a compound of fonnula 25 with an alkylating agent of fonnula 
26 where R"* is alky] and X is a suitable leaving group such as halo, tosylate, mesylate, 
and the like, provides a compound of formula 27 which is then converted to a 
compound of Formula I where R"^ is alky] as described in Scheme la above. The 
alkylation reaction is carried out in the presence of a base such as butyllithium, 
lithium isopropylamide, and the like and in a suitable organic solvent such as 
tetrahydrofuan, diethyl ether, and the like. Compounds 25 and 26 are either 
commercially available or may by synthesized according to procedures well known in 
the art. 



Compounds of Formula I where X is -NR6- and R6 and R4 form a ring may be 
prepared as illustrated in Scheme 5a below. 

Scheme 5a 



15 



-58- 



BNSDOCID: <WO 02069901 A2_L> 



wo 02/069901 



PCT/US02/06533 




1 -I 



Treatment of a compound of fonnula 28 (where r6 and R4 fonn a 4-8 
membered ring as descriibed in the SiMnmary of the Invention) with a compound of 
formula 29 provides a compound 30. This reaction may be performed in the presence 
of copper iodide and a base such as potassium carbonate in a suitable organic solvent 
such as dimethylacetamide, and the like (as described in Scheme la). Alternatively, 
the reaction may be carried out in the presence of a palladium(O) catalyst (i.e. 
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Pd2(dba)3), a base such as cesium carbonate or sodium tert-butoxide and in a suitable 

organic solvent such as toluene. 

Compounds of formula 28 and 29 are either commercially available or may be 

prepared according to procedures well known in the art. 
5 Compounds of formula 30 in which is halo may then be elaborated to 

compounds of general formula I in which n=l or 2 via a Suzuki reaction with boronic 

acid 6 and then coupling to an aminoacetonitrile of formula 4 as previously described. 

Alternatively, compound 30 may be coupled with an aminoacetonitrile of formula 4 to 

provide compounds of general formula I in which n=0. Compounds of general 
10 formula I in which n=0 and is halo, in turn, may be elaborated to compounds of 

general formula I in which n=l or 2 using the boronic acid 6 as previously described. 
Compounds of Formula I where X = -NR6- and r6 and R4 are taken together 

to forai a 4-8 membered ring system as described in the Summary of the Invention 

and D = thiazole may be prepared as illustrated in Scheme 5b below. 
15 Scheme 5b 
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. Treatment of a compound of formula 31 (where R6 and R4 fonn a 4-8 
membered ring as described in the Suiiimary of the Invention) with a halo acetyl 
halide of fonnula 32 in the presence of a base such as triethylamine and a suitable 
organic solvent such as acetonitrile provides compound 33. Compound 33 may then 
be condensed with a thioamide of formula 34 in the presence of a suitable organic 
solvent such as DMF. This generates compounds of formula 35 which, in turn, may 
be elaborated to compounds of fonnula 1 where X is -NR6- and R6 and R4 form a 4-S 
membered ring and D is a thiazole by basic hydrolysis of the ester group of 35 and 
coupling with an aminoacetonitrile of fonnula A. 

Compound 31, 32 and 34 are either commerci^ly available or may be 
synthesized by methods well known in the art. 



15 Compounds of Fonnula I where R^ is hydrogen and R* is 1-substituted 1,1- 

dimethylcyclopropane may be prepared as illustrated in Scheme 6 below. 
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Scheme 6 




I 

Compound of fomiula 36 may be cycloproponated to compound 37 using such 
reagents as Pd(II) acetate and diazomethane in a suitable organic solvent such as 
5 diethyl ether. Compounds of formula 37 may be halogenated using procedures well 
known in the art. For example, compound 37 could be treated with IDA and TMSCl 
followed by bromination with NBS to yield a brominated compound of formula 9b. 
Elaboration of compound 9b to compounds of formula I where is hydrogen and R"^ 
is 1 -substituted 1,1-dimethylcyclopropane may proceed as described in Scheme 2a. 
10 Compounds of Formula I where is (R^)(R'')CNHC(R^)(R^)- may be 

prepared as illustrated in Schemes 7a and 7b below. R^ and R^ are as described in the 
Summary of the Invention. - 

Scheme 7a 



-62- 



BNSDOCID: <WO 02069901A2J_> 



wo 02/069901 PCT/US02/06533 



halo— 

38 



39 

2) removal of PG 




q2 Vi HgN 

O " " reductive ^ A 'r' 



42 



amination 




N 



41 



In Scheme 7a above, the halogenated compound of formula 38 (see Scheme 
1 a, compound 5, Scheme 2a or 2b) may be converted to a boronic acid 39 (where 
5 . and R*" are hydrogens) or boronic ester 39 (where R*= and R" are optionally substituted 
aJkyls or where R= and R" may be attached to fonn a Cs s cycloalkyl ring wherein said 
ring is optionally substituted) using conditions well known in the art. A Suzuki 
reaction between 39 and 40 may be carried out in the presence of a palladium catalyst 
such as PdCbCdppf), a base such as sodium carbonate and in a suitable organic 
10 solvent such as DMF. Compound 40 in which PG represents any loiown, compatible 

nitrogen protecting group such as BOC, is either commercially available or may be 
prepared according to procedures well known in the art. Following removal of the 
nitrogen protecting group (i.e. methanesulfonic acid removal, of a BOC protecting 
group) compound 41 may be elaborated to the final compounds of formula 42 using 
15 standard reductive amination conditions (see Scheme 3 for an example of a reductive 
amination). Hence compound 64a is condensed with the amine of 41 using a 
dehydrating reagent such as MgSO* and then reduction of the resulting imine with a 
suitable reducing agent such as sodium borohydride affords compound 42. Compound 
64a in which R' and are defined as described in the Summary of the Invention 
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either commercially available or may be synthesized by methods well known in the 
art. 

Alternatively, compounds of Formula I where is (R'')(R*')NC(R'')(R^)- and 
5 and R^ are defined as in the Summary of the Invention may be prepared as 

illustrated in Scheme 7b below. 

Scheme 7b 




10 In Scheme 7b above, a Suzuki reaction between 39 and 43 may be carried out 

in the presence of a palladium catalyst such as PdCl2(dppf), a base such as sodium 
carbonate and in a suitable organic solvent such as DMF. Compound 39 is prepared 
as described in Scheme 7a. Compound 43 in which PG represents any known, 
compatible oxygen protecting group, is either commercially available or may be 

15 prepared according to procedures well known in the art. Following removal of the 
oxygen protecting group, compound 44 may be converted to compound 45 in which 

is. either a halo, mesylate or tosylate group. In cases where is a halogen, 
compound 45 may be obtained by treating compound 44 with reagents such as NBS, 
triphenylphospine and imidazole. In cases where X^ is a mesylate or tosylate, 

20 compound 45 may be obtained by procedures well known in the art. Compound 45 
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may be elaborated to the final compounds of formula 47 by displacing X" with an 
amine of formula 46. In cases where and R*' are alkyl, hydrogen or are taken 
together to form a C3-8 cycloalkyl ring, this reaction may proceed by using an excess 
of the amine 46 in a suitable organic solvent such as DMF. In cases where either R" 
and are aryl or heteroaryl, a strong base such as sodium hydride may be required. 

Compounds of Formula I where R^ is (R'')(R'')NCH2C(R^)(R*'). and R" and R*' 
are as described in the Summary of Invention may be prepared as illustrated in 
Scheme 8 below. _ 

Schemes 




Compounds of formula 46. and 48 in which R" and R^ are defined as described 
in the Summary of Inventipn may be coupled in the presence of a suitable coupling 
agent such as PyBOP to afford compound 49. The reaction is carried out in a suitable 
organic solvent such as dimethylformamide, dioxane, and the like and in the presence 
of an organic base such as triethylamine, diisopropylamine, pyridine, and the Hke. 
Compounds 46 and 48 are either commercially available or may be prepared using 
methods well known in the art. 
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Reduction of the carbonyl in compound 49 may be carried out using a 
reducing agent such as LiAlHU to provide the amine 50. The halogenated compound 
50 may be converted to the boronic acid 51 (where R*^ and R^ are hydrogens) or 
boronic ester 51 (where R^ and R^ are optionally substituted alkyls or where and R^ 
5 may be attached to form a C3.8 cycloalkyl ring wherein said ring is optionally 

substituted) using conditions well known in the art. Finally, compound 51 may be 
elaborated to the final compounds of formula 52 by Suzuki reaction with compound 
38 as previously described. 

Compounds of Formula I where R^ is (R^)(R*')NC(R^)(R^)C(0)- and R^ and R^ 
10 are as described in the Summary of Invention may be prepared as illustrated in 
Scheme 9 below. 

Scheme 9 
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As illustrated in Scheme 9 above, compound 55 may be obtained via a 
standard Suzuki reaction between compounds 3S and 53 or between compounds 39 
5 and 54. Compounds 38 and 39 are described in Scheme 7a. Compound 54 where 
and are as described in the SunMnary of Invention is either commMcially available 
or may be synthesized using methods well Imown in the art. The halogenated 
compound of formula 54 may be converted to a boronic acid 53 (where and R" are 
hydrogens) or boronic ester 53 (where R" and R** arc optionally substituted alkyls or 
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where and may be attached to form a C3.8 cycloalkyi ring wherein said ring is 
optionally substituted) using conditions well known in the art. 

The halogenation of compound 55 to compound 56 may be obtained using 
standard halogenation reagents such as bromine or phenyltrimethyl ammonium 
5 tribromide in solvents such as MeOH or TI EF, respectively. 

Compound 56 may be ehiboraied to ihc final compounds of formula 57 by 
displacing the halogen with an amine of formula 46. In cases where and R^ are 
alkyl, hydrogen or are taken together 10 foim a C3.S cycloalkyi ring, this reaction may 
proceed by using an excess of the amine 46 in a suitable organic solvent such as 
10 DMF. In cases where either R^ and R^ are aryl or heteroaryl, a strong base such as 
sodium hydride may be required. 

Compound 56 may be elaborated to the final compounds of formula 58 in 
which R^ is (R'')SC(R^)(R^)C(0)- by displacing the halogen with a thiol of formula 
46a. This reaction may proceed using a base such as triethylamine and in a suitable 
15 organic solvent such as DMF. 

Compounds of Formula I where one of the E rings is a piperazine and the 
piperazine nitrogen is substituted with R^ may be obtained as illustrated in Scheme 10 
below. 

Scheme 10 
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A compound of formula 59 where one of the E rings is a piperazine may be 
converted to compounds of formula 61 as illustrated in Scheme 10 above. The 
alkylation of the piperazine nitrogen may proceed with a halogenated compound of 
5 formula 60 in vk^hich is as described in the Summaiy of Invention. The reaction 
conditions could involve the use of a base such as triethylamine and in a suitable 
organic solvent such as acetonitrile. Compound 60 is either commercially available or 
may be synthesized by methods well known in the art. 

Alternatively, compound 59 could be converted to the final compound of 
10 formula 63 by opening of the epoxide of formula 62 with the piperazine nitrogen of 
compound ,59. The epoxide 62 is either commercially available or may be synthesized 
by methods well known in the art and the reaction may proceed in the presence of a 
suitable organic solvent such as isopropanol. 

Alternatively, as shown in Scheme 10, compounds of formula 65 could be 
15 obtained by the condensation of compound 64b with compound 59 using a 

dehydrating reagent such as MgS04 and then reduction of the resulting imine with a 
suitable reducing agent such as sodium borohydride. Compound 64b is either 
commercially available or synthesized by methods well known in the art. 
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As shown in Scheme 11, compounds of general structure 7 may be generated 
by halogenation of compounds of general formula 12 using well known halogenating 
agents such as Br2 in a suitable organic solvent such as acetic acid. 

Scheme 11 



D-NH2 — ^ ^D-NH 



Halo- 



2 



5 12 7 

Alternatively as indicated in Scheme 12, compounds of formula 7 could be 
obtained by reduction of the corresponding nitro compound 66 using a reducing agent 
such as iron in the presence of NH4CI and ethanol. 

Scheme 12 

Halo^^'NOs ^ Halo-^'^'NHs 

10 66. 7 

Compounds of general fomiula 68 (or 12 in Scheme Ic when n=0 and R^=H) 
may be synthesized as illustrated in Scheme 13 and 14 below. 

Scheme 13 



NH2 

67 68 
15 As illustrated in Scheme 13, the nitro compound 67 may be reduced to the 

amine 68 as previously described. Compound 67 is either commercially available or 
may be synthesized from compound 66 using a Suzuki reaction with compound 6 as 
previously described. 

Scheme 14 
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O EtaN, CCI3CH2OH . • O 

69 70 (13 when n=0, R^=H) 



R 



Zn 
acid 



68(12 When n=0, R^=H) 
As outlined in Scheme 14, the amine 6S may be obtained via Curtius 
rearrangement of the acid 69 followed by removal of the troc group. The reaction 
may be carried out using reagents such as diphenylphosphonic azide and 2,2,2- 
5 trichloroethanol using a base such as tiiethylamine in a suitable organic solvent such, 
as toluene. The troc group may be removed to afford the amine 68 as previously 
described. 

In the case where X = -NH- and D = oxadiazole, compounds of the present 
10 invention may be prepared as shown in Scheme 15. 

Scheme 15 
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72 



73 




75 



N' r4 3 

H ^ r2 

I 

As illustrated in Scheme 15, a halogenated compound of foraiula 71 may be 
converted to the aldehyde 72 using conditions well known in the literature. An 
aldehyde of formula 72 may be converted into an oxime of formula 73 using reagents 
5 such as hydroxylainine hydrochloride in the presence of a base such as sodium 
carbonate. The formation of compound 74 may proceed by oxidation of 73 with 
NaOCl and subsequent treatment with KCN. Compound 74 may then be further 
treated with hydroxylamine hydrochloride to generate compound 75. The final ring 
closure to form the oxadiazole 76 may proceed with a base such as sodium hydroxide 
10 in a suitable organic solvent such as ethanoL The oxadiazole 76 may be elaborated to 
. compounds of the present invention by methods described earlier (i.e. Scheme Ic). 
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In the case where X = -NH- and D = isoxazole, compounds of the present 
invention may be prepared as shown in Scheme 16. An aldehyde of formula 72 
may be converted into an oxime which may be chlorinated to compound 77. 
Compound 77 may be converted to a nitrile oxide by methods well known in 
5 the literature (i.e. treatment with a base). An appropriately substituted olefin 78 
may be reacted with the nitrile oxide formed in situ to form a compound of 
formula 79 bearing an isoxazole ring. If the olefin contains a carboxylic ester 
substituent, ester hydrolysis followed by Curtius rearrangement in the presence 
of an appropriate alcohol will provide the carbamate-protected aminoisoxazole 
10 80. In the case where this carbaitiate is troc, the aminoisoxazole SO may be 
converted into compounds of the present invention by methods described 
earlier. 

Scheme 16 
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In the case where X = NH and D = isothiazole, compounds of the 
present invention may be prepared as shown in Scheme 17. Suitably substituted 
5 amido dithianes of formula -81 may be prepared by methods known in the literature. 
Oxidative cyclization in the presence of chlorine gas generates the N-substituted 
isothiazolinone 82. These may undergo rearrangemient in the presence of an 
activating agent such as phosphorus oxychloride or methyl triflate followed by 
treatment with ammonia gas to provide the amino-substituted isothizaoles 83. 
10 Aromatic ring bromination then provides the bromo-substituted aminoisothiazole 84. 
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This bromo-substituted aminoisothiazole may be converted into compounds of the 
present invention by methods described earlier. 

Scheme 17 



81 



CI2 





o R R 



Scheme 1 




10 



15 



The following Examples describe the synthesis of selected compounds of the 
present invention. The compounds illustrated in the examples are not, however, to be 
construed as forming the only genus that is considered as the invention. The 
following examples further illustrate details for the preparation of the compounds of 
the present invention. Those skilled in the art will readily understand that known 
variations of the conditions and processes of the following preparative procedures can 
be used to prepare these compounds. All temperatures are degrees Celsius unless 
otherwise noted. Substituent numbering as shown in the schemes does not necessarily 
correlate to that used in the claims, 



20 



Examples 
Example 1 

SYNTHESIS OF (2S)-N-(CYANOAlETmT.H-METOYL-2^{ [4 -(1- 
PIPERAZINYL)[1 , 1 '-BIPHENYL]-4-^X] AMINO jPENTANAMEDE 
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To 1,4-dibromobenzene (16.1 g, 68.25 mmol), L-leucine (2.984 g, 22.75 
mmol), potassium carbonate (4.71 g, 34.13 mmol), and copper iodide (650 mg, 3.41 
mmol) was added dry DMA (A^,//-dimethylacetamide, 100 mL). The reaction flask 
5 was thoroughly degassed with di^ nitrogen and heated at 95 °C for 3 days. Water and 
hexane were added and the organic phase was separated and discarded (to remove 
excess l,4-dibfbmoben2ene). The pH of the aqueous phase was adjusted to 3 and the 
product was extracted with EtOAc (3X), dried on Na2S04, concentrated in vacuo, and 
purified by flash chromatography over silica gel (EtO Ac/Hex/ AcOH, 3/7/1% then 
4/6/1%) to afford (25')-2-(4-bromoanilino)-4-methyIpentanoic acid. 

To (25)-2-(4-bromoanilino)-4-methylpentanoic acid (5.80 g, 20.28 mmol), 
PyBOP (11.08 g, 21.29 mmol), and aminoacetonitrile hydrohloride (3.75 g, 40.56 
mmol) in dry DMF (150 mL) under dry nitrogen at 0 was added triethylamine (8.8 
mL, 62.87 mmol) drop wise and the reaction was warmed to rt and stirred overnight. 
Aqueous sat. NaHCOs was added and the product was extracted with ether (2X), 
dried over Na2S04, concentrated in vacuo, and purified by flash chromatography over 
silica gel (EtO Ac/Hex, 35/65 then 4/6) to afford (25)-2-(4-bromoanilino)-iV- 
(cyanomethyl)-4-methyIpentanamide. 

To a suspension of l-(4-bromophenyl)-piperazine hydrochloride (103.15 g, 
371.59 mmol) in MeCN (1.5 L) at 0 °C under dry nitrogen was added a catalytic 
amount of DMAP (4.54 g, 37.159 mmol) followed by triethylamine (155 mL, 1114.77 
mmol) and di-/err-butyl dicarbonate (121.65 g, 557.385 mmol, dissolved in a 
minimum amount of MeCN) and the reaction was warmed to rt and stirred for 5.5 
hours. The reaction mixture was filtered, EtO Ac was added and the organic phase 
washed with aqueous 10 %'Citric acid, water (2X), brine, dried on MgS04, and 
concentrated in vacuo to afford rer/-butyl 4-(4-bromophenyl)-l-piperazinecarboxylate 
which was used as such in the next step. 

To tert-hutyl 4-(4-bromopheny])-l-piperazinecarboxylate (118.30 g, 346.9 
mmol) in dry THF/MePh (1/1, 1.5 L) at --78 ""C under dry nitrogen was added 7z-BuLi 
(2.5 M, 160 mL, 398.9 namol) dropwise and the reaction was stirred at -78 °C for 20 
minutes. Triisopropyl borate (96.1 mL, 416.3 mmol) was added dropwise and the 
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reaction was waimed to 0 "^C and stirred for 2 hours. Aqueous sat. NH4CI (400 mL), 
water (100 mL) and 1 equivalent of H3PO4 (20 mL) were added and the mixture 
stirred for 15 minutes and then concentrated to a volume of approximately 200 mL (at 
which stage the mixture became bluish and a precipitate formed). A dropping funnel 
5 was chaiged with heptane (800 mL) and the solvent was added to the reaction mixture 
with vigorous stirring over a period of one hour and the resulting suspension was 
stirred overnight. The suspension was filtered, washed with heptane (2 X 200 mL), 
and dried over the weekend in vacuo to afford 4- [4-(r^7t-butoxycarbonyl)-l- 
piperazinyl]phenylboronic acid. 

10 To (25)*2-(4-bromoanilino)-iV-(cyanomethyl)-4-methylpentanamide (555 mg, 

1.71 mmol), and 4-[4-(/e7t-butoxycarbonyl)-l-piperazinyl]phenylboronic acid (520 
mg, 1 .71 mmol) in DMF (20 mL) under dry nitrogen was added aqueous sodium 
carbonate (2 M, 2.55 mL, 5.13 mmol) followed by the catalyst PdGl2(dppf) (42 mg, 
0.051 mmol). The reaction was heated to 105 for 0.75 hours and more 

15 PdCl2(dppf) (42 mg, 0,051 mmol) was added and the reaction mixture was heated for 

another 4-5 hours. Water was added and the product extracted with ether (2X), dried 

over Na2S04, concentrated in vacuo, and purified by flash chromatography over silica 

gel (EtO Ac/Hex, 4/6 then 1/1) to afford fm-butyl 4-{4'-[((15)-l- 

{ [(cyanomethyl)arnino]carbonyl}-3-methylbutyl)aniino][l,l -biphenyl]-4"yl}-l- 
20 piperazinecarboxylate. 

To ^er^buty] 4-{4-[((15)"l-{[(cyanomethyl)amino]carbonyl}-3- 
methyIbutyl)a^linb][l,l'-biphenyl]-4-yl}-l-pipe^a2inecarboxylate (122 mg, 0.242 
mmol) in dry THF (5 mL) under dry nitrogen was gradually added a total of 10 
equivalents of MeSOsH (1 60 ML, 2.42 mmol) over a period of 5 days in portions of 1- 

25 2 equivalents at a time. Aqueous sat. NaHCOs was added carefully and the product 
was extracted with EtOAc (3X), dried over Na2S04, concentrated in vacuo, and 
purified by flash chromatography over silica gel (NK^OH/MeOH/CHiCh, 
1.5/13.5/85) to afford (25)-7V-(cyanomethyl)-4-methyl-2-{[4-(l-piperazinyl)[l,l'. 
biphenyl]-4-yl]amino}pentanamide. MS (+ESI): 406.9 [M+l]"^, 

30 Example 2 
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SYNTHESIS OFNKCYANOMEima)-4-METHYL-2-({5-[4-(l- 
PIPERAZINYL)PHENYL]-2-PYRIMroiI^^ 

To 2-ainino-5~bromopyrimidine (3.12 g, 17.93 mmol) in dry DMF (60 mL) at 
5 0 '^C under dry nitrogen was added NaH (860 mg, 21.52 mmol) portionwise and the 
reaction was warmed to rt and stirred for 1 hour. The reaction was cooled again to 0 

and methyl 2-bromo-4-methylpentanoate (4.7 g, 22.42 mmol. Bull. Chem. Soc. 
Jpn. 1989, 62, 2562) was added dropwise and the reaction was warmed to rt and 
stirred another 4 hours. Water was added, the aqueous phase neutralized with aq. 10 

10 % HCl, and the product extracted with Et20 (2X), dried over Na2S04, concentrated in 
vacuo, and purified by flash chromatography over silica gel (EtO Ac/Hex, 2/8 then 3/7 
then 4/6) to afford methyl 2-[(5-bromo-2-pyrimidinyl)amino]-4-methylpentanoate. 

To methyl 2-[(5-bromo-2-pyrimidinyl)amino]-4-methylpentanoate (1.27 g, 4.2 
nraiol) in MeOH (50 mL) was added an aqueous solution of liOH (2 M, 21 noOL, 42 

15 mmol) and the reaction was stirred for 5 hours. The reaction was neutralized with 
aqueous 10 % HCl (pH of 6-7) and concentrated to a minimum volume in vacuo. 
Brine was added and the product was extracted with EtO Ac (3X), dried on Na2S04, 
concentrated in vacuo, and stripped with MePh (3X) to afford A^-(5-bromo-2- 
pyrimidinyl)leucine which was used as such in the next step. 

20 To the crude A^-(5-'bromo-2-pyrimidinyl)leucine (1.3 g, 4.2 mmol), PyBOP 

(2.62 g, 5.04 mmol), aminoacetonitrile hydrochloride (930 mg, 10.08 mmol) in dry . 
DMF (50 mL) under dry nitrogen was added triethylamine (2.4 mL, 16.8 mmol) 
dropwise and the reaction was stirred overnight. Aqueous Sat. NaHCOs w£is added 
and the product extracted with Et20 (2X), dried on Na2S04, concentrated iji vacuo, 

25 and purified by flash chromatography over silica gel (EtOAc/Hex, 1/1) to afford 2-[(5- 
bromo-2-pyrinaidinyl)£umno]-iV-(cyanomethyl)-4-methylpentananiide. 

To 2-[(5-bromo~2-pyriniidinyl)amino]-/V-(cyanomethyl)-4-methylpentanamide 
(123 mg, 0.377 mmol) and 4-[4-(rerf-butoxycarbonyl)-l-piperazinyl]phenylboronic 
acid (140 mg, 0.453 mmol) in DMF (10 mL) under dr>' nitrogen was added aqueous 

30 sodium carbonate (2 M, 0.6 mL, 1.2 imnol) followed by the catalyst PdCl2(dppf) (15 
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mg, 0.01 13 mmol). The reaction was heated to 90 °C for 0.5 hours and more 
PdCl2(dppf) (15 mg, 0.0113 mmol) was added and the reaction mixture was heated 
for another 5.5 hours. Water was added and the product extracted with ether (2X), 
dried over Na2S04, concentrated in vacuo, and purified by flash chromatography over 
5 silica gel (EtO Ac/Hex, 7/3) to afford tert-hutyl 4-(4-{2-[(l- 

{[(cyanomethyl)amino]carbonyl}-3-methylbutyl)amino3-5-pyrim^ 
piperazinecarboxylate. 

To re/t-butyl 4-(4-{2-[(l-{[(cyanomethyl)aniino]carbonyl}-3- 
methyIbutyl)amiTio)-5-pyrimidinyl } phenyl)- l-piperazinecarboxylate (108 mg, 0.213 
10 mimGl) in dry THF (5 mL) under dry nitrogen was gradually added a total of 9 
equivalents of MeSOaH (total of 125 fiL, 1.92 mmol) over a period of 3 days in 
portions of 1-2 equivalents at a time. Aqueous sat. NaHCOa was added carefully and 
the product extracted with EtOAc (3X), dried over Na2S04, concentrated m vacuo, 
and purified by flash chromatography over silica gel C^ffl40H/MeOH/CH2Cl2, 1/9/90) 
to afford A^-(cyanomethyl)-4-methyl-2-'({5-[4-(l-piperazinyl)phenyl]-2- 
pyrimidinyl}amino)pentanamide. MS (-ESI): 406.4 [M-l]': 

Example 3 

SYNTHESIS OF (2S)-N-(CYANOMETPm.)^4-METHm:.-2-({ [4 -(^ 
PIPERAZINYL)[1 ,1 -BIPHENYL]-4AT.]METHYL} AMINO)PENTANA^^ 

To L-leucine methyl ester hydrochloride ( 1 .427 g, 7.855 mmol), 4- 
bromobenzaldehyde (1,451 g, 7.855 mmol), and MgSOa (0.1 g/mmol, Ig) iaCHzClz 
(20 niL) was added triethylamine (840 jiiL, S.25 mmol) dropwise and the reaction 
mixture was stirred overnight. The heterogeneous solution was filtered over celite, the 
filter cake washed several times with CH2CI2 and the filtrate was concentrated in 
vacuo. The residue was dissolved in a minimal amount of MeOH and NaBH4 (300 
mg, 7.855 nrniol) was added portionwise at 0 °C and the reaction mixture was stirred 
for 3.5 hours. The reaction was quenched with water and the product was extracted 
with EtOAc (2X), dried over Na2S04, concentrated in vacuo, and purified by flash 
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chromatography over silica gel (EtO Ac/Hex, 2/S) to afford methyl (25)-2-[(4- . 
bromobenzyl)amino]-4-methylpentanoate. 

To methyl (25)-2-[(4-bromobenzyI)amino]-4-methylpentanoate (2.198 g, 7.0 
mmol) in MeOH (30 mL) was added an aqueous solution of LiOH (2 M, 17.5 mL, 35 
5 mmol) and the reaction was stiired overnight. The reaction was neutralized with 
aqueous 10 % HCl (pH of 6-7) and the product crystallized out of solution and was 
filtered and dried in vacuo to afford (25)-2-[(4-bromobenzyl)amino]-4- 
methylpentanoic acid. 

To (25)-2-[(4-bromobGnzyl)amino]-4-methylpentanoic acid (1.343 g, 4.62 

10 mmol), PyBOP (2.65 g, 5.08 mmol), aminoacetonitrile hydrochloride (940 mg, 10.16 
mmol) in dry DMF (30 mL) under dry nitrogen was added triethylamine (2.2 mL, 
15.71 nmiol) dropwise and the reaction was stirred for 4 hours. Aqueous sat. NaHCOs 
was added and the product extracted with EtaO (2X), dried on Na2S04, concentrated - 
in vacuo^ and purified by flash chromatography over silica gel (EtO Ac/Hex, 4/6 then 

15 1/1) to afford (2S)-2-[(4-bromobenzyl)amino]-A^-(cyanomethyl)-4- 
methylpentanamide. 

To (25)-2-[(4-bromobenzyl)amino]-A^-(cyanomethyl)-4-methyIpentanamide 
(285 mg, 0.843 mmol) and 4-[4-(rerr-butoxycarbonyl)-l-piperazinyl]pheny]boronic 
. ' acid (315 mg, 1.02 mmol) in DMF (10 mL) under dry nitrogen was added aqueous 

20 sodium carbonate (2 M, 1.3 mL, 2.53 mmol) followed by the catalyst PdCl2(dppf) (25 
mg, 0.026 nmiol). The reaction was heated to 95 °C for 0.5 hours and more 
PdCl2(dppf) (25 mg, 0.026 mmol) was added and the reaction niixlure was heated 
overnight. Water was added and the product extracted with ether (2X), dried over 
Na2S04, concentrated in vacuo^ and purified by flash chromatography over silica gel 

25 (EtO Ac/Hex, 4/6) to afford rerf-butyl 4-(4'-{ [((15)-1- 

{ [(cyanomethyl)amino]carbonyl }-3-methylbutyl)arndno]methyl } [ 1 , 1 -biphenyl]-4-yl)- 
1 -piperazinecarboxylate. 

To tert-bnly\ 4-(4 -{ [((15)-l-{ [(cyanomethyl)amino]carbonyl }-3- 
me;thylbutyl)amino]-methyl}[l,l -biphenyl]~4-'yl)-l-piperazinecarboxylate (85 mg, 

30 0.164 mmol) in dry THF (5 mL) under dry nitrogen was gradually added a total of 8 
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equivalents of MeSOsH (total of 85 |liL, 131 nrniol) over a period of 2 days in 
portions of 1-2 equivalents at a time. Aqueous sat. NaHCOs was added carefully and 
the product extracted with EtOAc (3X), dried over Na2S04, concentrated in vacuo, 
and purified by flash chromatography over silica gel (NH40H/MeOH/CH2Cl2, 1/9/90) 
. 5 to afford (25)-7V-(cyanomethyl)-4-methyl-2-({ [4 -(l-piperazinyl)[l,l -biphenyl]-4- 
yl]methyl}aniino)pentanamide.MS (h-APCI): 4203 [M+l]**". 

Example 4 

SYNTHESIS OF N"(CYANOMETHYL)-4^METH^ 
10 PIPERAZINYL)[ia'"BrPHENYl.]3-^ 

3-Bromophenol (2.99 g, 17 mmoles) in a mixture of DMF (3 mL) and THE 
(15 mL) was treated with potassium f^i-f-butoxide (1.85 g, 16.5 mmoles) and stirred 
for 30 minutes. Methyl 2-bromo-4-methylpentanoate (2.5 mL, 15.75 mmoles) was 

15 added in one portion and the reaction was stirred overnight. The reaction was diluted 
with diethyl ether, water and sat. aq. bicarbonate. The phases were separated and the 
organic phase was washed with 2 portions of 1.2 N hydrochloric acid and then brine. 
The organic phase was dried over anhydrous magnesium sulfate and concentrated 
under reduced pressure to afford a residue which was purified by flash 

20 chromatography to give methyl 2-(3-bromophenoxy)-4-methylpentanoate. 

Methyl 2-(3-bromophenoxy)-4-methylpentanoate, in a mixture of water (42 
mL), methanol (8 mL) and tetraihydrofuran (4 mL) was treated with lithium hydroxyde 
monohydrate (1.3 g, 31.6 mmoles) until disappearance of the starting material was 
observed by TLC. The reaction was diluted with 1.2 N hydrochloric acid until pH 1. 

25 The aqueous phase was extracted 3 times with dichloromethane. The organic phase 
was concentrated under reduced pressure to provide a residue that was used as such in 
the next reaction. To a solution of the resulting crade 2-(3-bromophenoxy)"4" 
methylpentanoic acid in DMF (30 mL) was added aminoacetonitrile hydrochloride 
(2.9 g, 31.5 mmoles) and HATU (6.3 g, 16.5 mmoles). After stirring for 1 minute, 

30 triethylamine (8.75 mL, 63 mmoles) was added in one portion. The reaction was 
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Stirred overnight, diluted with ethyl acetate and water. The organic phase was 
separated and washed twice with 1.2 N hydrochloric acid, brine and dried over 
magnesium sulfate. After concentration under reduced pressure, the solid 2-(3- 
bromophenoxy)-7V-(cyanomethyl)-4-methylpentanamide obtained was sufficiently 
5 pure. 

A cold (-78 °C) solution of l-(4-bromophenyl)piperazine (6g, 21.6 mmoles) 
and triethylamine (7.5 mL, 54 mmoles) in dichloromethane (200 mL) and 
dimethylformamide (15 mL) was treated with dry solid carbon dioxide (24 g, 540 
mmoles) and stined for 30 minutes prior to the addition of triisopropyl 

10 trifluoromethanesulfonate (5.5 mL, 20.5 mmoles). The reaction was warmed to room 
temperature overnight. Water and dichloromethane were added and the phases were 
separated. The organic phase was washed with sat. aq. sodium bicarbonate, washed 
with 1.2 N hydrochloric acid, washed with a mixture of brine (98%) and sat. aq. 
sodium bicarbonate (2%), dried over magnesium sulfate and concentrated under 

15 reduced pressure to give triisopropylsilyl 4-(4-bromophenyl)-l-pipera2inecarboxylate. 
The product was clean and used as such in the next step. 

A solution of triisopropylsilyl 4-(4-bromophenyl)-l-piperazinecarboxylate (4.5 
g, 10.2 mmoles) in toluene (17 mL) and tetrahydrofuran (17 mL) was degassed by 
bubbling nitrogen at room temperature via a fritted gas dispenser for 10 minutes and 

20 then cooled to -78 °C for the addition of butyllithium (4.9 mL as a 2.5 M solution in 
hexanes, 12.3 mmoles). The solution turned yellow and after 30 minutes, 
triisopropylborate (3 mL, 13.3 mmoles) was added and the solution was warmed to 0 
°C over 2.5 h prior to quenching with sat. aq. ammonium chloride (22 mL). To the 
flask was added 0.825 mL of phosphoric acid (14.8 M, 12.3 mmoles). The solution 

25 was stirred for 30 minutes. The phases were separated and the organic phase was 

dried over sodium sulfate. Right after filtering off the drying agent, the organic phase 
was washed with wet tetrahydrofuran (approx 2% water). The solution was 
concentrated to approx 15 mL. While concentrating, three 0.5 mL-portions of water 
were added to prevent boroxine formation. At this point, hexane was added and the 
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resulting precipitate was filtered to yield 4-(4-{[(triisopropylsilyl)oxy]carbonyl}-l- 
piperazinyl)phenylboronic acid. 

To 2-(3-bromophenoxy)-iV-(cyanomethyI)-4-methyJpentananiide (1 g, 3.07 
minoles) in toluene (20 mL) was added 4-(4-{ [(triisopropylsilyl)oxy]carbonyl}-l- 
5 piperazinyl)phenylbor6nic acid ( 1 .25g. 3.07 mmoles) followed by solid potassium 
carbonate (0,85 g, 6,14 mmoles) and finally [l,l'-bis(diphenylphosphino)- 
ferrocene]dichloropailadiuni(n), complex with dichloromethane (1:1) (250 mg, 
' O.Blmmoles). The reaction was stirred overnight at SO "^C and cooled to room 

temperature prior to taking it up in ethylacetate. The organic phase was washed three 

10 times with 1.2 N hydrochloric acid, washed with brine, dried over magnesium sulfate 
and concentrated under reduced pressure. The residue was purified by 
chromatography (10% EtOAc, 90% Hexanes) to give triisopropylsilyl 4-[3V(l- 
{[(cyanomethyl)amino]carbonyl}-3-methylbutoxy)[l,r-biphenyl]-.4-yl]-l- . 
piperazinecarboxylate. 
^15 Triisopropylsilyl 4-[3 -(l-{[(cyanomethyl)amino]carbonyl}-3- 

methylbutoxy)[l,r'biphenyl]-4-yl]-l-piperazinecarboxyIate (365 mg, 0.6 mmoles) in 
8 mL of tetrahydrofuran was treated with tetrabutylammonium fluoride (0.75 mL, 1 M 
in THF, 0.75 mmoles) at 0 ""C until the disappearance of the starting material was 
observed by TLC. The reaction was diluted with diethyl ether, ethly acetate, water and 

20 sat. aq. sodium bicarbonate. The phases were separated, the organic phase washed 

with brine and dried over sodium sulfate. After concentration under reduced pressure, 
theresidue was purified by flash chromatography (1% sat. aqueous ammonium 
hydroxide, 9% methanol, 90% dichloromethane) to afford //-(cyanomethyl)-4-methyl- 
2-{[4-(l-piperazinyl)[l,l*-biphenyl]'3-yl]oxy}pentanamide. MS (-ESI): 405.3 [M-1]". 

25 . , ■ \ 

Example 5 

SYNTHESIS OF N-(CYANOMETHYL)-4-METHYL-2-{ [441^ 
PIPERAZINYL)[1 ,r-BIPHENYL]-4-YL]METHOXY }PENTANAMIDE 



-83- 



BNSDOCID: <WO_^_02069901A2_L> 



wo 02/069901 



PCT/US02/06533 



4-Bromobenzylalcohol (1.1 g, 5.9 mmoles) in 12 mL of DMP was treated with 
sodium hydride (260 mg, 60% oil dispersion, 6.5 mmoles) and stirred for 30 minutes. 
Methyl 2-bromo-4-methylpentanoate (1.1 mL, 6.8 mmoles) was added in one portion 
and the reaction was stirred overnight. The reaction was diluted with diethyl ether, 
5 ethyl acetate, water and sat. aq. bicarbonate. The phases were separated and the 

organic phase was washed with 2 portions of 1.2 N hydrochloric acid and then brine. 
The organic phase was dried over anhydrous sodium sulfate and concentrated under 
reduced pressure to yield a residue which was purified by flash chromatography to 
afford methyl 2-[(4-bromobenzyl)oxy]-4-methyIpentanpate. 

10 Methyl 2-[(4-bromobenzyl)oxy]-4-methylpentanoate in a mixture of water (3 

mL), methanol (3 mL) and tetrahydrofuran (6 mL) was treated with lithium hydroxyde 
monohydrate (560 mg, 13.3 nmaoles) until disappearance of the starting material was 
observed by TLC. The reaction was diluted with 1.2 N hydrochloric acid until pH 1. 
The aqueous phase was extracted 3 times with dichloromethane. The organic phase 

15 was concentrated under reduced pressure to afford 2-[(4-bromobenzyl)oxy]-4- 
methylpentanoic acid which was used as such in the next reaction. 

To a solution of 2-[(4-bromobenzyl)oxy]-4-methylpentanoic acid in DMF (15 
mL) was added aminoacetonitrile hydrochloride (1.9 g, 20.6 mmoles) and HATU (5 g, 
13.3 mmoles). After stirring for one minute, triethylamine (5.3 mL, 38.3 mmoles) was 

20 added in one portion. The reaction was stirred overnight, diluted with ethyl acetate 
and water. The organic phase was separated and washed twice with 1.2 N 
hydrochloric acid, brine and dried over magnesium sulfate. After concentration under 
reduced pressure, 2-[(4-bromobenzyl)oxy]-A^-(cyanomethyl)-4-methylpentanamide 
was obtained. 

25 To 2-[(4-bromobenzyl)oxy]-iV-(cyanomethyl)-4-methylpentanamide (646 mg, 

1 .9 mmoles) in DMF (12.5 mL) was added 4-[4-(r5rr-butoxycarbonyl)-l- 
piperazinyl]phenylboronic acid (640 mg, 2.1 nmioles) followed by 2 M aqueous 
sodium carbonate (2.85 mL, 5.7 nmioles) and finally [l,r-bis(diphenylphosphino)- 
ferrocene]dichloropalladium(II), complex with dichloromethane (1:1) (78 mg, 0,1 

30 mmoles). The reaction was stirred overnight at 85 °C and cooled to room temperature 

-84 . 

BNSDOCJD: <WO 02069901 A2J_> 



wo 02/069901 



PCT/US02/06533 



prior to taking it up in ethylacetate. The organic phase was washed three times with 

1,2 N hydrochloric acid, washed with brine, dried over magnesium sulfate and 

concentrated under reduced pressure. The residue was purified by chromatography 

(10% EtOAc, 90% Hexanes) to give r^/if-butyl 4-{4 -[(1- 

5 {[(cyanomethyl)amino]carbonyl}-3-methyIbutoxy)-methyl][l,l'-biphenyl]-4-yl}-l- 
piperazinecarboxylate. 

A solution of fe/t-butyl 4-{4 -[(l-{[(cyaiiomethyl)aimno]carbonyl}-3- 
methylbutoxy)methyl][l,l'-biphenyl]-4-yl}-l-piperazmecarboxylate (115 mg, 0.21 
mmoles) in tetrahydrofuran (3.5 mL) was treated with methanesulfonic acid (30 ^L, 

10 0.4 mmoles). The same amount of acid was added 5 times at 1 .5 hour intervals and 
stirred overnight. Acid addition was resumed and two more portions (30 |J,L, 0.4 
mmoles) were added, with a 1.5 hour interval. The reaction was diluted with diethyl 
ether, ethylacetate, sat. aq. sodium bicarbonate. The phases were separated and the 
organic phase was dried over sodium sulfate and concentrated under reduced pressure. 

15 The product was chromatographed (1 % sat. aq. ammonium hydroxyde, 9% methanol, 
90% dichloromethane) to obtain 77 mg//-(cyanomethyI)-4-methyl-2-{[4-(l- 
piperazinyl)[l,l'-biphenyI]-4-y^methoxy}pentanamide, a yellowish solid. 
MS (-APCi): 419.5 [M-1]-. 

20 Example 6 

SYhOHESIS OF N-(CYANOMETHYL)T4-MET^YL-2-{[4'-(l- 
P^»ERAZIlra.)[14.-BIPHENYL]-2-YL]METIm.}PE^^^^ 

To A^,A^-diisopropylamine (2.6 mL, 18.4 mmol) in dry THF (40 mL) under dry 
25 nitrogen and at 0 **C was added n-BuLi (2.5 M, 7.35 mL, 18.3 mmol) dropwise and 
the reaction was stirred at rt for 20 min. The reaction mixture was again cooled to 0 
. °C and 3-(2-bromopheny])-propionic acid (1.9 g, 8.29 mmol, dissolved in dry THF, 40 
mL) was added dropwise via cannula and then warmed to rt and stirred for 15 min. 
The reaction mixture was again cooled to 0 °C and l-iodo-2-methyl propane (1 .5 mL, 
30 13.26 mmol) was added dropwise. The reaction was then warmed to rt and stirred 
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overnight. Aqueous 10 % HCl was added carefully followed by brine and the product 
was extracted with EtOAc (3X), dried over Na2S04, concentrated in vacuo, and 
purified by flash chromatography over silica gel (EtOAc/Hex/AcOH, 4/6/0.5%) to 
afford 2-(2-bromobenzyl)~4-methylpentanoic acid. 
5 To 2-(2-bromobenzyl)-4-methylpentanoic acid (1.248 g, 4.38 mmol), PyBOP 

(3.12 g, 6.0 mniol), aminoacetonitrile hydrochloride (1.11 g, 12.0 mmol) in dry DMF 
(30 niL) under dry nitrogen was added triethylamine (1.9 mL, 18.53 mmol) dropwise 
and the reaction was stirred for 2.5 hours. Aqueous Sat. NaHCOs was added and the 
product, extracted with EtaO (2X), dried on Na2S04, concentrated in vacuo, and 

10 purified by flash chromatography over silica gel (EtO Ac/Hex, 3/7) to afford 2-(2- 
bromobenzyl)-iV-(cyanomethyl)-4-methyipentanaraide. 

To 2-(2-bromobenzyl)-iV-(cyanomethyl)-4-methylpentanaraide (260 mg, 0.805 
nmnol) and 4-[4-(fe7t-butoxycarbonyl)-l-piperazinyl]phenylboronic acid (275 mg, 
0.886 mmol) in DMF (10 mL) under dry nitrogen was added aqueous sodium 

15 carbonate (2 M, 1.2 niL, 2.42 mmol) followed by the catalyst PdCl2(dppf) (25 mg, 
0.025 mmol). The reaction was heated to 90 °C for 0.5 hours and more PdCl2(dppf) 
(25 mg, 0.025 mmol) was added and the reaction mixture was heated for another 4 
hours. Water was added and the product extracted with ether (2X), dried over Na2S04, 
concentrated in vacuo, and purified by flash chromatography over silica gel 

20 (EtO Ac/Hex, 35/65) to afford tert-hutyl 4-[2 -(2-{ [(cyanomethyl)amino]carbonyl }"4- 
methylpentyl) [1,1 -biphenyl]-4-yl]r 1 -piperazinecarboxylate. 

To /er/-butyl 4- [2'-(2- { [(cyanomethyl)amino]carbonyl } -4-methylpentyl) [ 1,1'- 
biphenyll-4-yl]-l-piperazinecarboxylate (407 mg, 0,808 nmnol) in dry THF (10 mL) 
under dry nitrogen was gradually added a total of 6.5 equivalents of MeSOsH (total of 

25 340 ^L, 5.25 mmol) over a period of 3 days in portions of 1-2 equivalents at a time. 
Aqueous sat. NaHCOs was added carefully and the product extracted with EtO Ac 
(3X), dried over Na2S04, concentrated wz vacuo, and purified by flash 
chromatography over silica gel (NH40H/MeOH/CH2Cl2, 1/9/90) to afford iV- 
(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l ,1 -biphenyl]-2- 

30 yl]methyl}pentanamide. 

■» 
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MS (-ESI): 403.5 [M-1]'. 

Example? 

SYIsTTHESIS OF N-(CYANOMETHYL)-2-[(5,5-DIMEnm^2-OXO-4-PHEN^ 
5 2,5-DIHYI)RO-3-FUEj\NYL)AMINO]-4-ME1HYIJ'ENTANA^ 

A mixture of 2-hydroxy-2-methylpropiophenone (2.0 %, 12.2 mmol), N- 
phthaloylglycine (2.7 g, 13.2 mmol), l-cyclohexyl-3-(2- 

morpholinoethyl)carbodiimide metho-p-toIuenesulf6nate (10.3 g, 24.3 mmol) and 
.10 DMAP (0.34 g, 2.8 mmol) was dissolved in dichloromethane (100 inL) and stirred 5 
days at room temperature. The mixture was diluted with dichloromethane and washed 
with 1 M HCl (2x), saturated NaHCOa and brine, then filtered through cotton and 

concentrated to give l,l^dimethyl-2-oxo-2-phenylethyl 2-(l,3-dioxo-l,3-dihydro-2jy- 
isoindoI-2-yI)acetate. 

15 To a 0 °C suspension of unpurified l,l-dimethyI-2-oxo-2-phenylethyl 2-(l,3- 

dioxo-1 ,3-dihydro-2H-isoindol.2-yl)acetate (4.4 g) in DMF (40 mL) was added a 
suspension of NaH (1.0 g of 60% dispersion, washed with hexanes) in DMF (10 mL). 
The mixture was stirred at 0 °C for 2 h, then diluted with EtO Ac/ether (1:1) and 1 M 
HCl. The layers were separated and the organic phase was washed with water and 

20 brine, dried over MgS04 and concentrated. The residue was dissolved in toluene (50 
mL), treated with PPTS (100 mg) and heated to reflux with a Dean-Stark trap for 3 h. 
The solution was cooled, diluted with EtOAc (100 mL) Mid washed with water and 
brine. The organic phase was dried over MgS04 and concentrated. Purification by 
flash chromatography (30-50% BtOAc/hexanes) provided 2-(5,5-dimethyl-2-oxo-4- 

25 phenyl-2,5-dihydro^3-furanyl)-l^i'-isoindole-l,3(2fl)-dione,and3-amino-5,5- 
dimethyl-4-pheriyl-2(5/0-furanone. 

To a 0 °C solution of 2-(5,5-dimethyl-2-oxb-4-phenyl-2,5-dihydro-3-furanyl)- 
lH-isbindole-l,3(2/0-dione (0.90 g, 2.7 mmol) in THF (40 mL) and MeOH (30 mL) 
was added hydrazine hydrate (1 mL). The mixture was stirred overnight then diluted 
30 with EtO Ac and washed with saturated NH4CI. The organic phase was concentrated, 
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then dissolved in dichloromethane, washed with brine, filtered through cotton and 
concentrated. This material was combined with the 0.29 g from the previous step and 
purified by flash chromatography (25% EtOAc/hexanes) to provide 3-amino-5,5- 
dimethyl-4-phenyl-2(5i?)-f uranone. ' 
5 A mixture of 3-aiTuno-5,5-dimethyl-4-phenyl-2(5^/)-furanone (175 mg, 0.86 

mmol), methyl 2-bromo-4-methylpentanoate (360 mg, 1,73 mmol) and cesium 
carbonate (310 mg, 0.95 mmol) in DMF (4 mL) was heated to 130 ''C for 18 h. The 
mixture was cooled, diluted with EtOAc and washed with water (2x) and brine, then 
dried over MgS04 and concentrated. Purification by flash chromatography (20% 

10 EtOAc/hexanes) provided methyl 2-[(5,5-dimethyl-2-oxo-4-phenyl-2,5-dihydro-3- 
furanyl)amino]-4-methylpentanoate. 

To a solution of methyl 2-[(5,5-dimethyl-2-oxo-4-phenyl-2,5-dihydro-3- 
furanyl)amino]-4-methylpentanoate (64 mg, 0.19 nomol) in MeOH (3 mL) was added 
1 M liOH (1 mL). The solution was stirred for 22 h, then partitioned between ethyl 

15 acetate and 1 M HCl. The organic phase was washed with brine, dried over MgS04 
and concentrated. The resulting acid was coupled with aminoacetonitrile 
hydrochloride under the conditions described previously (HATU, EtaN, DMF) and 
purified by flash chromatography to give A^-(cyanomefhyl)-2-[(5,5-dimethyl-2-oxo-4- 
phenyl-2,5-dihydro-3-furanyl)amino]-4-methylpentanamide. 

20 MS (+APCI) m/z 356 (M+1, 5), 312 (15), 272 (100), 226 (50). 

Example 8 

SYNTHESIS OFNKCYANOMETHYL)-4-METHYL-2-[(5-PHENYL-4H-l,2,4- 
TRL\ZOL-3-YL)SULFANYL]PENTANAMIDE 
25 ' 

5-Phenyl-4H-l,2,4-triazole-3-thiol (296 mg, 1.67 mmoles) in 5 mL of DMF 
was treated with sodium hydride (67 mg, 60% oil dispersion, 1.76 mmoles) and 
stirred for 30 minutes. Methyl 2-bromo-4-methylpentanoate (275 [il, 1.67 mmoles) 
was added in one portion and the reaction was stirred overnight. The reaction was 
30 diluted with diethyl ether, water and sat. aq. bicarbonate. The phases were separated 
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and the organic phase was washed with 2 portions of 1 .2 N hydrochloric acid and then 
bnne. The organic phase was dried over anhydrous sodium sulfate and concentrated 
under reduced pressure to afford a residue which was purified by flash 
chromatography to give methyl 4-methyI-2-[(5-phenyl-4/y-l .2,4-tria20l-3- 
5 yl)sulfanyl]pentanoate. - 

Methyl 4-methyI-2r[(5-phenyl-47y-l,2,4-triazol-3-yI)sulfanyl]pentanoate (473 
mg, 1.54 mmoles) in a iriixture. of water (2 mL), methanol (2 mL) and tetrahydrofuran 
(4 mL) was treated with lithium hydroxyde monohydrate (193 mg, 4.6 mmoles) until 
disappearance of the starting material was observed by TLC. The reaction was diluted 
10 with 1 .2 N hydrochloric acid until pH 1. The aqueous phase was extracted 3 times 

with dichloromethane. The organic phase was concentrated under reduced pressure to 
yield a crude residue of 4-methyl-2-[(5-phenyl-4J?-l,2,4-triazol-3- 
yI)sulfanyl]pentanoic acid which was used as such in the next reaction. 

To a solution of the crude 4-methyl-2-[(5-pheny]-4//-l ,2,4-tria2ol-3- 
15 yl)sulfanyl]pentanoic acid in DMF (10 mL) was added aminoacetonitrile 

hydrochloride (427 mg, 4.62 mmoles) and HATU (1.76 g, 4.62 mmoles). After 

stirring for 30 seconds, triethylamine (1.3 mL, . 9.24 mmoles) was added in one . 
portion. The reaction was stirred overnight, diluted with ethyl acetate and water. The 
organic phase was separated and washed twice with 1.2 N hydrochloric acid, brine 
20 and dried over magnesium sulfate. After concentration under reduced pressure, N-. 

(cyanomethyl)-4-methyl-2-[(5-phenyl-4H-l,2,4-triazol-3-yl)sulfanyl]pentanamidewas 
obtained. MS (-APCI): 328.2 [M-l]'. 

Example 9 

25 SYNTHESIS OFN-(CYANOMETFm.)-l-{[4Hl-PrPERAZINYL)[l,l'- 

BIPHENYL]-2-YL]SULFAlSrn.}CYCLOHEXAl^ffiCARBOXAMIDE: 

To a solution of 715 mg (3.2 mmol) of methyl 1-bromocyclohexane-l- 
carboxylate (J. Med. Chem. 1970, 75, 317) in MeOH (5 mL) was added 
30 diisopropylethylamine (0.9 mL, 5.2 mmol) and 2-bromobenzenethiol (0.55 mL, 4.7 
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mmol). The solution was heated to 65 °C under nitrogen for 2 h, then cooled and 
partitioned between ethyl acetate and 1 M HCl. The organic phase was washed twice 
with 1 M NaOH and brine, then dried over MgS04 and concentrated. Purification by 
flash chromatography (10% EtOAc/hexanes) gave methyl l-[(2- 
5 bromophenyl)sulfanyl]cyclohexanecarboxylate. 

To a solution of methyl l-[(2-bromophenyI)sulfanyl]cycIohexanecarboxylate 
(89 mg, in MeOH (3 nxL) was added 1 M NaOH (1 mL). The mixture was stirred at 
room temperature for 2 days, then at 65 °C for 6 h. The mixture was then 
^ concentrated and the residue was partitioned between ethyl acetate and 1 M HCl. The* 

10 organic phase was washed with brine, dried over MgS04 and concentrated to give 1- 
[(2-bromophenyl)sulfanyl]cyclohexariecarboxylic acid. 

To a mixture of l-[(2-bromophenyl)sulfanyl]cyclohexanecarboxylic acid (77 
mg, 0.24 mmol), HATU (99 mg, 0.26 mmol) and aminoacetonitrile hydrochloride (33 
mg, 0.35 mmol) in DMF (3 mL) was added EtaN (0.1 mL, 0.72 mmol). The mixture 

15 was stirred overnight, then partitioned between ethyl acetate and 1 M HCl. The 

organic phase was washed with water, 1 M NaOH and brine, then dried over MgS04 
and concentrated to give l-[(2-bromophenyl)sulfanyl]-iV- 
(cyanomethyl)cyclohexanecarboxamide. 

To a mixture of 4-(4-{ [(triisopropylsilyl)oxy]carbonyl 

20 piperazinyl)pheny]boronic acid (114 mg, 0.28 mmol), l-[(2-bromophenyl)sulfanyl]-A^-. 
(cyanonlethyl)cyclohexanecarboxamide (78 mg, 0.22 mmol), and milled K2CO3 (54 
mg, 0.39 mmol) was added toluene (5 mL). A solution of Pd2(dba)3(14 mg, 0.015 
mmol) and PPhs (28 mg, 0.1 1 mniol) in 1 mL toluene Nvas added, and the mixture was 
heated overnight at 100 ^'C under nitrogen. The mixture was cooled and concentrated. 

25 Purification by flash chromatography (10% ethyl acetate/dichloromethane) provided 
triisopropylsilyl 4-{2'-[(l-{[(cyanomethyl)aniino3carbonyI}cycIohexy])sulfanyl][l,l - 
biphenyl]-4-yl } -l-piperazinecarboxylate. 

To a 0 °C solution of triisopropylsilyl 4-{2 -[(1- 
{[(cyanomethyl)aniino]carbonyl}-cyclohexyl)sulfanyl][l,l -biphenyl]-4-yl}-l- 

30 piperazinecarboxylate (35 mg, 0.055 nmiol) in THE (8 mL) was added TBAF (1 M in 
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10 



20 



THF, 0.08 mL). The solution was stirred at 0 °C for 20 min, then partitioned between 
EtOAc and saturated aq. NaHCOs- The organic phase was washed with water and 
brine, then dried over MgS04 and concentrated and placed under vacuum for 6 h to 
give iV-(cyanomethyl)-l-{ [4'-(l-piperazinyl)tl,l'-biphenyl]-2- 
yl]sulfanyl}cyclohexanecarboxamide. MS (+APCI) m/z 435 (M+1, 40), 351 (100), 
318(45). ; . ,' ., 

Example 10 

S YNllJESIS OF 7S^'-(CYANOMETHYL)-iyM3-(4-PIPERAZIN-^^ 
YLPHENYL)ISOXAZOL^-YL]UEUCINAMrDE 



To a -78 °C solution of l-(4-bromophenyl)- 4-(/e7t-butoxycarbony])piperazine 
(9.98 g, 29.2 mmol, prepared as described in Example 1) in THE (70 mL) and toluene 
(70 mL) was added nBuLi (1.6 M in hexanes, 19 mL, 30.4 mmol) at a rate to maintain 
an internal temperature belo^y -65 °C. The resulting solution was stirred 15 min, then 
15 treated with DMF (5 mL). The mixture was stirred 30 min at -78 °C, then allowed to 
warm to 0 °C, quenched with saturated ammonium chloride and extracted with ethyl 
acetate. The organic phase was washed with brine, dried over MgS04 and 
concentrated. The crude material was crystalized from 
dichloromethane/ether/hexanes to give 4-[4-(rert-butoxycarbonyI)-l~ 
piperazinyljbenzaldehyde. The filtrates were purified by flash chromatography (30% 
ethyl acetate/hexanes to 60% ethyl acetate/hcxanes) to provide an additional 2.16 g of 
the desired product. . . - ' - ■ ,- ■ 

To a suspension of 4-[4-(fe7t-butoxycarbonyI)-l-piperazinyl]benzaldehyde 
(7.62 g. 26.2 mmol) and potassium carbonate (2.0 g, 14.5 mmol) in ethanol (100 mL) 
25 was added a saturated aqueous solution of hydroxylamine hydrochloride (2.78 g, 40 

mmol). The resulting suspension was stiired at 50 °C overnight. The solid was ^ 
filtered and the filtrate was concentrated by half. Water (50 mL) was added and the 
slurry was filtered to give 4-[4-(tert-butoxycarbonyl)-l-piperazinyl]benzoxime. 

To a suspension of N-chlorosuccinimide (0.49 g, 3.7 mmol) in chloroform (15 
30 mL) was added two drops of pyridine followed by 4-[4-(fe/Tf-butoxycarbonyl)-l- 
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piperazinyl]benzoxime (1.03 g, 3.45 mmol). The mixture was stirred for 1 h, at which 
time an additional portion of N-chlorosuccinimide (0.18 g, 1.3 mmol) was added. The 
mixture was stirred an additional hour, then methyl 3-(p-nitrobenzoyloxy)acrylate (1.0 
g, 4 mmol, see 7. Heterocylic Client 2000. 57, 75) was added in a single portion. 
5 Triethylamine (1.25 mL, 9 mmol ) was added dropwise, and the mixture was stirred 3 
h at room temperature. The crude reaction was diluted with dichloromethane and 
washed sequentially with water. pH 3.5 phosphate buffer, and 1 M NaOH. 
Purification by flash chromatography (35% to 70% ethyl acetate/hexanes) provided 
538 mg of methyl 3-(4-[4-(re/7-butoxycarbonyl)piperazin-l-yl]phenyl)isoxazole-4- 
10 carboxylate. 

This material was dissolved in methanol, treated with 1 M LiOH and stirred 
overnight. The resulting solution was concentrated and partitioned between ethyl 
acetate and pH 3.5 phosphate buffer. The organic phase was washed with brine and 
dried over MgS04 to give 3-(4-[4-(/e;Y-butoxycarbonyl)piperazin-l- 

15 yl]phenyl)isoxazole-4-carboxylic acid. 

To a suspension of 3-(4-piperazin-l-ylphenyl)isoxazole-4-carboxylic acid 
(2.24 g, 6.0 nmiol) in toluene (80 mL), was added triethylamine (0.85 mL, 6.1 mmol) 
followed by diphenylphosphoryl azide (1.45 mL, 6.7 nmiol). The resulting solution 
was warmed to 50 for 1 h, then trichloroethanol (2.5 mL, 26 mmol) was added. 

20 The solution was heated to 100 °C for 6 h and then cooled and partitioned between 
ether and water. The organic phase was washed with brine and dried over MgS04- 
Purification by flash chromatography (5% to 10% ethyl acetate/dichloromethane) 
provided 2.23 g of 2,2,2-trichloroethyl 3-(4- [4-(rer/-butoxycarbonyl)piperazin-l- 
. yl]phenyl)isoxazol-4-ylcarbamate. 

25 To a room temperature solution of 2,2,2-trichloroethyl 3-(4-piperazin-l- 

ylphenyl)isoxazol-4-ylcarbamate (1.63 g, 3.13 mmol) in DMF (20 mL) was added a 

I — 

suspension of sodium hydride (0.13 g of 60% dispersion washed with hexanes, 3.25 
nrmiol) in DMF. The mixture was stirred 20 min, then methyl 2-bromo-4-methyl 
pentanoate (1.5 g, 7,2 mmol) was added and the solution stirred overnight. The 
30 reaction mixture was poured into water and extracted with 1:1 ether/ethyl acetate. 
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The organic phase was washed with water and brine and concentrated. Purification by 
flash chromatography (30% to 60% ethyl acetate/hexanes) afforded 1.01 g of methyl 

A^-(3-{4-[4-(?e7t-butoxycarbonyl)piperazin-l-yl]phenyl}isoxazoI-4-yl)-//-[(2,2,2- 
trichloroethoxy)carbonyl]leucinate. 

5 This reaction could also be caiiied out using then methyl (i?)-2-bromo-4- 

methy] pentanoate (Syn Comm 1992, 22, 21 87) to provide methyl isr-(3- { 4-[4-(rert- 
butoxycMt>onyl)piperazin- 1 -yl]phenyl } isoxazol-4-yl)-iV-[(2,2,2- 
trichloroethoxy)carbonyl]-(5)-Ieucinate. . 

To a solution of methyl iV-(3-{4-[4-(te7t-butoxycarbonyl)pipera2in-l- 
10 yl]phenyl}isoxazol-4-yl)-Ar-[(2,2,2-trichloroethoxy)carbonyl]leucinate (1.0 g, 1.55 - 
mmol) in THF (20 mL) was added acetic acid (10 niL) and zinc dust (2.8 g, 42.8 
mmol). Hie mixture was sonicated for 1 min, then stirred 1 .5 h at room temperature. 
The solids were filtered through celite and the filtrate was co-evaportated with 
heptane. The residue was dissolved in ethyl acetate and washed with aqueous 
15 NaHCOs and brine and concentrated. The residue was dissolved in methanol (25 mL) 
and 2 M Li OH (5 mL) was added. The mixture was stirred ovemight at room 
temperature, then diluted with ethyl acetate and washed with pH 3 phosphate buffer. 
The organic phase was washed with brine and dried over MgS04, and concentrated to. 

give 710 mg of A^-(3-{4-[4-(fe7f-butoxycarbonyl)piperazin-l-yl]phenyl}isoxazo]-4- 
20 yl)leucine; 

To a 0 °C solution of .;V-(3-{4-[4-(?erf-butoxycarbonyl)piperazin-l- 
yl]phenyl}isoxazoI-4-yl)leucine (46 mg, 0,10 mmol), aminoacetonitrile hydrochloride 
(21 mg, 0.23 nmiol) and HATU (140 ing. 0.36 mmol) in DMF (3 mL) was added 
triethylamine (0;06 mL, 0.43 mmol). The solution was stirred 1 h, then partitioned 
25 between ether and pH 3.5 phosphate buffer. The organic phase was washed with 

brine and concentrated. Purification by flash chromatography (40% to 60% ethyl 
. acetate/hexanes) gave 15.5 mg of A^'-(cyanomethyl)-A^^-[3-(4-[4-(fert- 

butoxycarbonyl)piperazin-l-yl]phenyI)isoxazol-4-y]]leucinamide. 

To a room temperature solution of A^^-(cyanomethyl)-A^^-[3-(4-[4-(/erf- 
30 butoxycarbonyl)piperazin-l-yl]phenyl)isoxazol-4-yl31eucinamide (15.5 mg, 0.03 1 



-93- 



BNSDOCID: <WO .020e9901A2_l_? 



wo 02/069901 



PCT/US02/06533 



mmol) in THF (2 mL) was added 8 equivalents of methanesulfonic acid (10% 
solution in dichloromethane) over 28 h. The reaction mixture was quenched with 
aqueous NaHCOs solution and extracted with dichloromethane (3x). The organic 
phase was filtered through cotton and evaporated. Purification by flash 
5 chromatography (2% to 15% methanol/dichloromethane + 0.5% anraionium 

hydroxide) gave 3.8 mg of A^'-(cyanomethyl)-A^^-[3-(4-piperazin-l-ylphenyl)isoxazol- 
4-yI]leucinanlide. MS (+ESI): 397.4 [M+1]^ 

Example 11 

10 SYNTHESIS OF A^^KCYANOMETHYL>iV^-(l-PBENYL-lH-TETR^ 

L-LEUCINAMIDE 

A suspension of S-chloro-l-phenyl-l/aT-tetrazole (2.80 g, 15.5 nmiol), L- 
leucine (3.36 g, 25.6 mmol) and potassium carbonate (6.43 g, 46.5 mmol) in 

15 isopropanol (20 mL) was heated to reflux for 3 h. The mixture was cooled and 

partitioned between ethyl acetate and 1 M HCl. The organic phase was washed with 
brine and concentrated. Purification by flash chromatography on silicic acid (50% 
ethyl acetate/hexanes) provided 1.57 g of 7V-(l-phenyM//-tetiaazol-5-yI)-L-leucine. 
To a solution of -(l-phenyl-liy-tetraazol-5-yl)-L-leucine (100 mg, 0.36 

20 mmol), aminoacetonitrile hydrochloride (62 mg, 0.68 nomol) and PyBOP (230 mg, 
0.44 mmol) in DMF (3 mL) was added triethylamine (0.2 mL, 1.4 mmol). The 
solution was stirred 36 h, then partitioned between ethyl acetate and pH 3 phosphate 
buffer. The organic phase was washed with brine and concentrated. Purification by 
flash chromatography (60% to 90% ethyl acetate/hexanes) gave 62 mg of iV^- 

25 (cyanomethyl)-A^"-(l-phenyl-l//-tetraazol-5-yl)-L4eucinamdde. MS (+APCI): 313.9 
[M+l]". 

Example 12 

SYNTHESIS OF A/^^-(CYANOMETHYL)-7V^-(4-{4-[2. 
30 (DIMETHYLAMINO)ETHYL]PHENYL}THIE^^^ 
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To a suspension of 4-bromophenylacetic acid (2.0 g, 9.3 mmol) and PyBOP 
(4.8 g, 9.3 mmol) in DMF (15 mL) was added dimethylamine (2 M solution in THF, 
12 mL, 24 mmol). The solution w as siirred ovemight, then diluted with ether and 
5 washed with 1 M HCl, saturated aqueous NallCOs and brine to give 1,15 g 2'-(4- 
bromophenyl)-iV^-dimethyl accianii dc. 

To a suspension of Li AIH4 in clher (5 mL) was added a solution of 2'-(4- 
bromophenyl)-A^^-dimethylacetamide (1.1 g, 4.5 mmol) in 5:1 ether/TBDP (12 mL), 
giving a small exotherm. The mixture was stirred at room temperature for 3 h, 
10 refluxed ovemight then cooled to 0 °C. Water (0.5 mL) was added dropwise and the 
mixture stirred vigourously for 3 h, then poured into 1 M NaOH and extracted with 
ether. The organic phaise was washed with brine and dried over MgS04. Purification 
by flash chromatography (4% to 8% MeOH/dichloromethane + 0,5% ammonium 
hydroxide) provided 132 mg of 2-(4-bromophenyl)-7V,N-dimethylethanamine. 
15 To a "78 °C solution of 2-(4-bromophenyl)>7V^-dimethy]ethanamine (132 mg, 

0,58 nmiol) in THF (4 mL) was added nBuLi (1.5 M in hexanes* 0.41 mL, 0.61 
mmol). The solution was stirred for 10 min, then treated with triisopropyl borate 
(0.17 mL, 0.73 mmol). The reaction was stirred 5 min at -78 °C, then waiTned to 
room temperature and quenched with methanol. The reaction was concentrated, and 
20 the residue was evaporated from MeOH (4x) to give lithium trimethyl-4-[2- 
(dimethylamino)ethyl]phenyiborate. 

A mixture of the total sample of cmde lithium trimethy]-4-[2- 
(dimethylamino)ethyl]phenyiborate, PdCl2(dppf) (11 mg, 0.013 mmol) and JV^-(4- 
bromothien-3-yl)'/»/^(cyanomethy])-L-]eucinamide (0.24 mjnol, prepared by the 
25 method given in example 1, using 3,4-dibromothiophene as the starting material) in 
DMF (2 mL) was heated to SO ^C. 2 M Sodium carbonate (0.5 mL, 1 mmol) was 
added and the reaction mixture was stirred at 100 °C for 2 h and then cooled and 
partitioned between aqueous NaHCOs and ethyl acetate. The organic phase was 
washed with brine, dried over MgS04 and evaporated. Purification by flash 
30 chromatography (4% to 10% MeOH/dichloromethane + 0.5% ammonium hydroxide) 
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provided 58 mg of A^'Kcyanomethyl)-N^-(4-{4-[2-(diinethylamino)ethyl]phenyl }thien- 
3-yl)-L-leucinamide. 'H ^rMR (500 MHz, de-acetone) 5 8.2 (br, IH), 7.43 (d, 2H), 
7.31 (d, 2H), 7.23 (s, IH), 7.22 (s, IH), 6.06 (br, IH), 4.20 (m, 2H), 3.82, (m, IH), 
2.78 (m, 2H), 2.52 (m, 2H), 2.21 (s, 6H), 1.75 (m, IH), 1.64 (m, 2H), 0.91 (d, 3H), 
5 0.88 (d,3H). 

Example 13 

SYNTHESIS OF A^^-(CYANOMETHYL)-A^--[4-(4-PIPERAZIN-l- 
YLPHENYL)ISOTHIAZOL-3-YL]-L-LEUCIN AMEDE 

10 

To a 10 °C solution of L-leucine (126.4 g, 963 nraiol) in 10 N NaOH (97 mL) 
and water (200 mL) was added simultaneously from two dropping funnels over 1 h 
33'-dithiodipropionyl dichloride (117 g, 475 mmol, see /. Heterocyclic Chem. 1971, 
5, 571) and 10 N NaOH (100 mL), while maintaining the internal temperature at <20 

15 °C with an ice-bath. The resulting liquid was filtered to remove a precipitate, and the 
filtrate was cooled in an icebath. Concentrated HCl (90 mL) was added dropwise, 
giving a thick slurry which separated to give a gum. The aqueous phase was decanted 
and the gum was dissolved in MeOH and evaporated 4x from toluene. The residue 
was dissolved in MeOH (IL), treated with acetyl chloride (5 mL) and heated to reflux 

20 for 4 h. The mixture was cooled and concentrated to give an oil which was dissolved 
in ethyl acetate and dried over MgS04. Evaporation of the solvent provided 197 g of 
//,N'-bis-((15)-l-carbomethoxy-3-methylbutyl)-3,3'dithiodipropionamide. 

To a SO °C solution of -bis-(l-(5)-carbomethoxy-3-methylbutyl)- 
3,3'dithiodipropionamide (104 g, 424 nmiol) in toluene (IL), was added a stream of 

25 chlorine gas (194 g, 1.47 mol) over 15 h. The solution was cooled and washed with 
water (2 x IL), and brine and dried over MgS04. Purification by flash 
chromatography (50% ethyl acetate/hexanes) provided methyl (2»S)-4-methyl-2-(3- 
oxoisothiazol-2(3jF/)-yl)pentanoate. 

A solution of methyl (25)-4-methyl-2-(3-oxoisothiazol-2(3H)-yl)pentanoate 

30 (0.98 g, 4.27 mmol) in POCI3 (3 mL) was stirred for 2 h at room temperature. The 
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mixture was diluted with ether and decanted (2x). The residue was dissolved in 
acetonitrile, cooled to 0 '^C and treated with a stream of NH3 gas for 5 min. The 
resulting precipitate was filtered and the filtrate concentrated to give an oih This oil 
was dissolved in dichloromethane, washed with saturated aqueous NaHCOs and brine, 
5 filtered through cotton and evaporated. Purification by flash chromatography (25% 
ethyl acetate/hexanes) provided 160 mg of methyl A^isothiazol-3-yl-L-leucinate. 

To a solution of methyl iV^-isothiazol-3-yl-L-leucinate (160 mg, 0,70 nunol) in 
dichloromethane (3 mL) and acetic acid (0.5 mL) was added bromine (0.04 mL, 0.78 
nmiol). The solution was stirred for 45 min, then diluted with dichloromethane and 

10 washed with saturated aqueous NaHCOs and brine, filtered through cotton and 
evaporated to give 220 mg of methyl 7/-(4-bromoisothiazol-3-yl)-L-leucinate. 

Ester hydrolysis and coupling with aminoacetonitrile as described in example 
4 provided iV^-(4-bromoisothia2ol-3-yl)-iS^^-(cyanoniethyl)-L-leucinaniide. //^-(4- 
bromoisothiazoI-3-yl)-A^^-(cyanomethyl)-L-leucinamide was then treated with 4- [4- 

15 (fe7t-butoxycarbonyl)-l-piperazinyl]phenylboromc acid (prepared as described in 
Example 1) as described in Example 1 to afford, after BOC removal with 
methanesulfonic acid as described in Example 10, A^^-(cyanomethyl)-7V"-[4-(4- 
piperazin-l-ylphenyl)isothia2ol-3-yl]-L-leucinamide. MS (+ESI): 413.2 [M+1]"^. 

20 Example 14 

SYNTHESIS OFiV^"(CYANOMETHYL)-A^--[4-(4-PIPERAZIN-l- 
YlPHENYL)ISOTHIAZOL-5-YL]IJEUCINAMro 

Diphenylphosphonic azide (Q.SSnoL, 4,0 mmol) was added dropwise to 
25 a mixture of isothiazole-5-carboxylic acid (500 mg, 3.90 mmol) and triethylamine 

(0,57 mL, 4.1 mmol) in toluene (10 mL) at rt and the resulting turbid, yellow solution 
was heated at 60 ""C for 1 h. 2,2,2-Trichloroethanol (0.56 mL, 5.8 mmol) was 
introduced and the temperature was raised to 100 °C for an additional 3 h. The 
mixture was then cooled to rt, poured into water, extracted with ethyl acetate (3x) and 
30 the combined organics were washed with saturated sodium chloride aqueous solution 
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and dried (MgS04). Concentration in vacuo and flash chromatography of the residue 
on silica gel eluting with a naixture of ethyl acetate and hexanes (1:3) provided 553 
mg of 2,2,2-trichIoroethylisothiazol-5-ylcarbamate as a faint yellow powder. 

A solution of 2,2,2-trichloroethylisothiazol-5-ylcarbamate (253 mg, 

5 0.918 mmol), triphenylphosphine (266 mg, 1.01 mmol) and methyl 2-hydroxy-4- 

methylpentanoate (151 mg, 1.03 nmiol) in N, TsT-dimethylformamide (2.0 mL) at 0 °C 

was treated dropwise with diisopropylazodicarboxylate (200 ptL, 1.02 mmol) and 

stirred at rt for 5 h. The mixture was then poured into water and extracted with a 1:1 

mixture of ether and ethyl acetate (3x). The combined organics were washed with 

10 water and saturated sodium chloride solution, dried CNa2S04) and concentrated: Flash 

chromatography of the residue on silica gel eluting with a mixture of ethyl acetate and 

hexanes (1 :3) gave 260 mg of methyl iV-isothiazol-5-yl-iV-[(2,2,2- 

trichloroethoxy)carbonyl]leucinate as a faint-yellow oil. 

Bromine (85 |LiL, 1.7 mmol) was added to a solution of methyl iV- 

15 isothiazol-5-yl-7V-[(2,2,2-trichloroethoxy)carbonyl]leucinate (150 mg, 0.370 mmol) in 
dichloromethane (2.0 mL) over powdered potassium bicarbonate (370 mg, 3.7 mmol) 
with rapid stirring at rt for 5 h. Excess bromine was quenched by the addition of 1 M 
aqueous NaHSOa solution and the mixture was partitioned between water and ether. 
The layers were separated and the aqueous phase was extracted with additional ether 

20 (2x). The extracts were combined, dried (Na2S04) and concentrated to give 172 mg 
of methyl A^-(4-bromoisothiazol-5-yl)-A^~[(2,2,2-trichloroethoxy)carbonyl31eucinate as 
a yellow oil. 

A 1.0 M aqueous solution of KH2PO4 (1.8 mL) was added dropwise 
over several minutes to zinc dust (1. 13 g, 17.8 mmol) and methyl A^-(4- 

25 bromoisothiazol-5-yl)-7V^-[(2,2,2-trichloroethoxy)carbonyl]leucinate (172 mg, 0.356 
nomol) in THF (3.2 niL) with rapid stimng at rt for 30 min. The slurry was diluted 
with ethyl acetate and filtered (Celite), and the filtrate was washed with water, then 
saturated sodiuna chloride solution and dried (Na2S04). Solvent removal in vacuo 
afforded 180 mg of methyl iV-(4-bromoisothiazol-5-yl)leucinate as a yellow oil. 

30 A solution composed of methyl iV-(4-bromoisothiazol-5-yl)leucinate 

(98 mg, 0.32 namol) in methanol (1.5 mL) at 0 °C was treated with a 2.0 M solution of 
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lithium hydroxide (1.0 mL, 2.0 ramol). The mixture was stirred rapidly at rt for 6 h 
and then recooled to 0 °C prior to acidification to pH 5.5 with 2.0 M hydrochloric acid 
in water. The reaction vessel contents were poured into water, extracted with ethyl 
acetate (3x) and the combined organics were washed with saturated sodium chloride 
5 solution and dried (Na2S04). Concentration in vacuo gave 92 mg of jV-(4- 
bromoisothiazol-5"y])leucine as a yellow powder. 

Triethylamine (0.16 inL, 1 . 1 mmol) was added dropwise to a solution 
of //-(4-bromoisothiazol-5-yl)leucine (92 mg, 0.31 mmol), aminoacetonitrile 
hydrochloride (58 mg, 0.63 mmol) and benzotriazol-l-yl- . 
10 oxytripyrrolidinophosphonium hexafluorophosphate (180 mg, 0.35 mmol) in M iV- 
dimethylfonnamide(1.0mL)atO°C. After stirring at rt for 3 h, the reaction vessel 
contents were poured into water and extracted with a 1 : 1 mixture of ether and ethyl 
acetate (3x). The combined extracts were washed with saturated sodium bicarbonate 
solution, then with saturated sodium chloride solution, and dried 0Sfa2SO4). 
1 5 Concentration under reduced pressure and flash chromatography of the residue on 
silica gel.eluting with a mixture of ethyl acetate and hexanes (2:3) afforded 9 1 mg of 
-(4-bromoisothiazol-5-yl)-i\r'-(cyanomethyl)Ieucinamide as a colorless foam. 
A mixture of 7/^-(4-bromoisothiazol-5-yl)-//'- 
(cyanomethy])leucinamide (91 mg, 0.27 mmol), 4-[4-(rerr-butoxycarbonyl)piperazin- 
20 l-yl]phenylboronic acid (100 mg, 0.33 mmol, prepared as described in Example 1), 
. PdC]2(dppf) (5 mg, 0.006 mmol) and 2.0 M Na2C03 aqueous solution (0.17 mL, 0.34 
mmol) were heated to 85 °C in M A^-dimethylfonnamide (0.80 mL) under a nitrogen 
atmosphere for a total of 8 h. During this period additional catalyst (5 mg) was 
introduced at the 2 h, 4 h and 6 h time points. The reaction mixture was then cooled 
25 to rt, diluted with water and extracted with ethyl acetate (3x). The combined extracts 
were washed with saturated sodium chloride solution, dried (Na2S04) and 
concentrated. Flash chromatography of the residue on silica eluting with a mixture of 
acetone and benzene (1:4) afforded 63 mg of N'-(cyanomethyl)-Ar^-[4-(4-(re7t- 
butoxycarbonyl)piperazin-l-ylphenyl)isothiazol-5-yl]leucinamide as a faint-tan foam. 
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Methanesulfonic acid (16 |liL, 0.24 mmol) was added dropwise over 5 
min to a stirred solution of //^-(cyanomethyl)-iV^-[4-(4-(re?t- 

butoxycarbonyl)pipera2in-l-ylphenyl)isothiazol-5-yl]leucinainide (63 mg, 0.12 mmol) 
in THF (0.21 mL) at rt. Stirring was continued for 1 h before additional 
5 methanesulfonic acid (16 |xL, 0.24 mmol) was introduced in the same manner with 
stirring for 1 h. A final portion of methanesulfonic acid (8 |.lL, 0.12 mmol) was added 
dropwise over 3 min and the mixture was stirred at rt for S h. The reaction was 
quenched by the careful addition of an excess of saturated sodium bicarbonate 
solution. Extraction with ethyl acetate (3x), drying of the combined organics 
10 (Na2S04) and concentration in vacuo gave 48 mg of A^^-(cyanomethyl)-A^'-[4-(4- 
piperazin-l-ylphenyl)isothiazol-5-yl]leucinamide as a tan foam. MS (+ESI): 413.2 
[M+l]"". 

Example 15 

15 SYNTHESIS OFN^<CYANOMETHYL)-A^^-[5-METHYL-4K4-PIPERAZIN-l^ 

YIJ>HENYL)ISOXAZOL-3-YL]lEUCINAMIDE 

To a mixture of 3-amino-4-bromo-5-methylisoxa2ole (2.58 g, 14.6 mmol) and 
DMAP (893 mg, 7.3 mmol) in 60 mL dichloromethane at -78 °C was added pyridine 

20 (6 ml, 74.1 mmol) followed by 2,2,2-trichloroethyl chloroformate (8 ml, 58 mmol). 
The reaction was allowed to warm to room temperature while stirring over ca. 4 
hoursl Ice water was added, the aqueous phase ncuirahzed with saturated aq. 
NaHCOs, and the product extracted with ether (3X), dried over Na2S04 and 
concentrated in vacuo. The cmde product was purified by flash chromatography (20% 

25 ethyl acetate/hexane) to afford 2,2,2-trichlorocthyl 4-bromo-5-methylisoxazol-3- 
ylcarbamate. 

To a dry degassed DMF solution (50 mL) of 2,2,2-trichloroethyl 4-bromo-5- 
methylisoxazol-3-ylcarbamate (2.67 g, 7.58 mmol), DL methyl leucate (2.31 g, 15.8 
mmol), and triphenyl phosphine (4.11 g, 15.7 mmol) was added diisopropyl 
30 azodicarboxylate (3.1 ml, 15.7 namol) at 0 °C over 2 hours. The reaction was allowed 
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to warm to room temperature while stirring overnight. Water was added and the 
product was extracted with ether (2X) then ethyl acetate (2X), dried over Na2S04 and 
concentrated iii vacuo. The crude product was purified by flash chromatography (20% 
ethyl acetate/hexane) to afford methyl A^-(4-bromo-5-niethylisoxazol-3-yl)-iV-[(2,2,2- 

5 trichloroethoxy)carbonyl]leucinate. 

To a dry THF solution (20 roL) of methyl A^-(4-bromo-5-methylisoxazol-3-yl)- 
//-[(2,2,2-trich]oroethoxy)carbonyl]lcucinate (1.19 g, 2,47 mmol) and activated zinc 
(10 J g, 154 nmoiol) was added ca. 10 mL of 1 M KH2PO4 (10 mmol) at 0 ^'Q The 
mixture was stirred for 1.5 hours, filtered through celite, washed with 150 mL ethyl 

0 acetate, and concentrated to a small volume. The mixture was then partitioned 

between ethyl acetate and saturated aqueous sodium bicarbonate, washed with brine, 
dried over sodium sulphate and concentrated in vacuo. The crude product was purified 
by flash chromatography (20% ethyl acetate/hexane) to afford methyl iV-(4-bromo-5- 
methylisoxazol-3-yl)leucinate, 

5 A methanol solution (25 mL) of methyl A/'-(4-bromo-5-methylisoxazol-3- 

yl)leucinate (602 mg, 1.97 nomol) and 2 M LiOH (10 ml, 20 mmol) was stinted for 50 
minutes at room temperature. Ice water and aq. 10 % HCl was added and the product 
was extracted with ethyl acetate (3X), dried over Na2S04 and concentrated iji vacuo to 
afford N-(4-bromo-5-methylisoxa2ol-3-yl)leucine which was used as is in the next 

0 . • .step. 

To A^-(4-bromo-5-methylisoxazol-3-yl)leucine (841 mg, 2.90 mmol), 
aminoacetonitrile hydrochloride (674 mg, 7.30 mmol), PyBOP (1.73 g, 3.33 mmol) in 
dry degassed DMF (60 niL) was added triethylamine (1.4 mL, 10.0 mmol) dropwise. 
The reaction mixture was stirred for 15 hours at room temperature. Aqueous sat. 
5 NaHCOa was added and the product was extracted with diethyl ether (2x) and ethyl 
acetate (2x). The combined organic extracts were washed with brine, dried over 
sodium sulphate, and concentrated in vacuo. The cmde product was purified by flash 
chromatography (60% ethyl acetate/hexane) to yield iV^-(4-bromo-5-methylisoxazol- 
3-yl)-A^^ -(cyanomethyl)leucinaimde. 
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iV^-(4-bromo-5-methylisoxazol-3-yl)-Ar^ -(cyanomethyl)leucinamide was 
treated with 4-[4-(?ert-butoxycarbonyl)-l-piperazinyl]phenylboronic acid (prepared as 
described in Example 1) as described in Example 1 to afford, after BOC removal with 
methanesulfonic acid as described in Example 1, iV'-(cyanomethyl)-7V'"^-[5-methyl-4- 
5 (4-piperazin-l-ylphenyl)isoxazol-3-yl]leucinamide. MS (+APCI): 411.4 [M+l]"^ 

Example 16 

SYNTHESIS OF A^^-(CYANOMETHYL)-A^^-[l-METHYL-4-(4-PIPERAZIN-l- 
YIJHENYL)-li/-PYRAZOL-3-YL]LJEUCINAMIDE 

10 

To a solution of 3-amino-4-bromo-l-methylpyrazole (2.69 g, 15.28 
mmol) and DMAP (6.16 g, 50.45 mmol) in CH2CI2 (100 mL) at 0 °C under dry 
nitrogen was added 2,2,2-trichloroethyl chloroformate (4.7 mL, 33.62 mmol) 
dropwise. The reaction mixture was warmed to rt and stirred for 1 hour. The reaction 

15 was quenched with water and the product extracted with EtOAc (2X), dried over 
Na2S04, concentrated in vacuo and purified by flash chromatography over silica gel 
(EtOAc/Hex, 25/75, then 3/7 and 1/1) to afford bis(2,2,2-trichloroethyl) 4-bromo-l- 
methyl- IH-pyrazol-S-ylimidodicarbonate. 

To bis(2,2,2~trichloroethyl) 4-bromo-l -methyl- m-pyrazol-3- 

20 ylimidodicarbonate (5.73 g, 10.87 mmol) in THF (50 mL) was added dropwise an 
aqueous potassium hydroxide solution (2.0 M, 5.7 mL, 11.4 mmol) and the reaction 
was stirred at rt for 30 minutes. An additional aliquot of aqueous potassium hydroxide 
(2.0 M, 1.4 mL, 2.8 mmol) was added and the reaction stirred for Vi hour. The 
reaction was quenched with aqueous saturated ammonium chloride, water was added, 

25 the product extracted with Et20 (2X), dried over Na2S04, concentrated in vacuo and 
purified by flash chromatography over silica gel (EtOAc/Hex, 1/1) to afford 2,2,2- 
trichloroethyl 4-bromo-l-methyl-lH-pyrazol-3-ylcarbamate. 

To D/L-leucic acid (7.58 g, 57.36 mmol) in MeOH/H20 (9:1, 100 mL) 
was added a 20% solution of CS2CO3 in water until the pH reached 7.0. The reaction 

30 mixture was concentrated in vacuo to dryness, DMF was added and concentrated in 
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vacuo to dryness again. The solid was suspended in DMF (100 mL) at 0 '^C, 4- 
methoxybenzyl chloride (7.8 mL, 51.6 mmol) was added dropwise and the reaction 
mixture stirred overnight. The mixture was added to water and the product extracted 
with Et20, dried over Na2S04^ concentrated in vacuo and purified by flash 
5 chromatography over silica gel (EtO Ac/Hex, 2/8, then 3/7) to afford 4-methoxybenzyl 

2-hydroxy-4-methylpentanoate. 

> 

To 2,2,2-trichloroethyl 4-bromo-l -methyl- l/f-pyrazol-S-ylcarbamate 
(2.402 g, 6.83 nimol), 4-methoxybenzyl 2-hydroxy-4-methylpentanoate (3.45 g, 13.67 
mmol) and triphenyl phosphine (3.58 g, 13.67 mmol) in dry DMF (50 mL) under dry 
nitrogen was added dropwise diisopropyl azodicarboxylate (2.7 mL, 13.67 mmol) 
over 45 minutes and the reaction mixture stirred for 2 days. Water was added and the 
product extracted with ether (2X), dried over Na2S04, concentrated m vacuo and 
purified by flash chromatography over silica gel (EtO Ac/Hex, 2/8) to afford 4- 
methoxybenzyl//-(4-bromo-l-methyl-li?-pyrazol-3-yl)-iV-[(2,2,2- 
trichloroethoxy)carbonyl] leucinate. 

To 4'methoxybenzyl A^-(4-bromo-l-methyl-l/Z-pyra2ol-3-yI)-//- 
[(2,2,2-trichloroethoxy)carbonyl]leucinate (1.72 g, 2.89 mmol) in diy THF (50 mL) 
was added activated zinc powder (1.89 g, 28.9 mmol) followed by an aqueous 
solution of KH2PO4 (I.O M, 5.8 mL, 11.6 mmol) and the reaction mixture was stirred 
for Vt. hour. Additional aliquots of activated zinc powder (950 mg, 14.45 mmol) and 
aqueous solution of KH2PO4 (1.0 M, 2.9 mL, 2.9 mmol) were added and the reaction 
mixture stirred for \Vz hour. The zinc powder was filtered off, rinsed with EtaO and 
water and the product extracted with ether (2X), dried over Na2S04, concentrated in 
vacuo and purified by flash chromatography over silica gel (EtO Ac/Hex, 25/75, then 
3/7) to afford 4-methoxybehzyl iy-(4-bromo-l-melhyl-l-W-pyrazol-3-yl)leucinate. 

To 4-methoxybenzyl A^(4-bromo-l-methyM//-pyrazol-3-yl)leucinate 
(1.19 g, 2.89 mmol) in MeOH (60 mL) was added dropwise an aqueous LiOH 
solution (LO M, 14.5 mL, 14.5 nrntiol) and the reaction was stirred for hour. The 
reaction was acidified (pH - 4-5) with aqueous 10% HCl and the product extracted 
with EtO Ac (3X), dried over Na2S04, concentrated in vacuo and purified by flash 
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chromatography over silica gel (Hex/EtOAc/AcOH, 70/29/1, then 50/49/1) to afford 
A^-(4-bromo-l-methyl-l/?-pyrazol-3-yl)leucine. 

To 7V-(4-bromo-l-methyl- 1 //-pyra/.ol-3-yl)leucine (366 mg, 1.26 mmol), 
PyBOP (725 mg, 1.39 mmol), aminoaccionitnle hydrochloride (257 mg, 2.78 mmol) 
5 in dry DMF (15 mL) under diy niirogcn was added triethylamine (0,62 mL, 4.45 
mmol) dropwise and the reaction siiiTcd for 2V2 hours. Aqueous sat. NaHCOs was 
added and the product extracted with E12O (2X\ dried over Na2S04, concentrated in 
vacuo and purified by flash chromatography over silica gel (EtOAc/Hex, 6/4) to 
afford //^-(4-bromo- 1 -methyl- 1 -pyrazol-3-y I)-A^* -(cyanomethyl)leucinamide. 

10 To N^-(4-bromo-l-methyl-lf/-pyrazol-3-yl)-//^- 

(cyanomethyl)leucinamide (250 mg, 0.762 mmol), and4-[4-(r€r?-butoxycarbonyl)-l- 
piperazinyl]phenylboronic acid (350 mg, 1.14 mmol, prepared as described in 
Example 1) in DMF (8 noL) under dry nitrogen was added aqueous sodium carbonate 
(2.0 M, 0.9 mL, 1.7 mmol) followed by the catalyst PdCl2(dppf) (20 mg, 0.022 

15 mmol). The reaction was heated to 90 °C for 0.5 hours and an additional aliquot of 
PdCl2(dppf) (20 mg, 0.022 mmol) was added and the reaction mixture heated for Wz 
hour during which time an additional aliquot of PdCl2(dppf) (20 mg, 0.022 mmol) 
was added. Water was added and the product extracted with ether (2X), dried over 
Na2S04, concentrated in vacuo and purified by flash chromatography over silica gel 

20 (EtOAc/Hex, 6/4 then 8/2) to afford V -(cyanomethyl)-A^--(4- { 4-[4-(fe/7- 

butoxycarbonyl)piperazin-l-yl]phenyl}-l-methyl-lH-pyrazol-3-yl)leucinarnide. 

To iV^-(cyanomethyl)-A^"-(4-{4-[4-(/er/-butoxycarbonyl)piperazin-l- 
yl]phenyl}-l-methyl-l//-pyrazol-3-yl)leucinamide (144 mg, 0.2S3 mmol) in dry THF 
(0.5 mL) under dry nitrogen was gradually added a total of 5 equivalents of MeSOsH 

25 (100 pL, 1.42 mmol) over a period of 4 hours in portions of 1-2 equivalents at a time 
and the reaction mixture was stirred overnight. Aqueous sat. NaHCOs was added 
carefully and the product was extracted with EtOAc (2X), dried over Na2S04, 
concentrated in vacuo, and purified by flash chromatography over silica gel 
(NH40H/MeOH/CH2Cl2, 1/9/90) to afford A^^-(cyanomethyl)-A^^-[l-methyl~4-(4- 

30 piperazin-l-ylphenyl)-lH-pyrazol-3-yl]leucinamide. MS (-ESI): 408.4 [M-l]\ 
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Example 17 

SYNTHESIS OFi\^^-(CYANOMETHYL)-A^^-[4-(4-PIPERAZlN-l-YLPHENYL)- 
l,2,5-OXADIAZOL-3-YL]LEUCrtSfAMlDE 

5 •■ ■ 

To a suspension of rey-f-butyl 4-(4-formylpheny])piperazine-l- 
carboxylate (3.t9 g, 13.41 mmol, prepared as described in Example 10) and K2CO3 
(1.02 g, 7.38 mmol) in EtOH (50 mL) was added hydroxylamine hydrochloride (1.4 g, 
20. 1 mniol) in water (satuiated, approx. 2 mL) and the reaction mixture stirred 
10 overnight. The reaction was filtered, concentrated in vacuo, water was added and the 
product filtered, to afford ?m-butyl 4-{4-[(£)- 
(hydroxyimino)methyl]phenyl}piperazine-l-carboxylate. . , 

To terf-butyl 4-{4-[(£:)-(hydroxyimino)methyl]phenyl}piperazine-l- . 
carboxylate (1 .593 g, 5.22 mmol) in CH2CI2 (25 mL) was gradually added Javex 

15 (approx. 10% NaOCl, 19.5 mL, 26 J mmol) and the reaction mixture stirred for 1 
hour. Potassium cyanide (3.4 g, 52.2 mmol) was added and the reaction stirred for 1 
hour. The reaction was poured into brine and the product extracted with EtOAc (2X), 
dried over Na2S04, concentrated hi vacuo with silica gel (to pre-adsorb product on 
silica gel) and purified by flash chromatography over silica gel (EtO Ac/Hex, 1/1) to 

20 afford tot-hutyl 4-{4-[(Z)-cyano(hydroxyimino)methyl]phenyl }piperazine-l- 
carboxylate. , 

To r^z-r-butyl 4-{4-[(Z)- 
cyano(hydroxyimino)methyl]phenyl Ipipcarazine-l -carboxylate (1.39 g, 4.21 mmol) in 
EtOH (50 mL) was added an aqueous solution of pre-mixed hydroxylamine 

25 hydrochloride (440 mg, 6.32 inmol) and NaHCOa (535 mg, 6.32 mmol) in water (15 
mL) and the reaction was refluxed overnight. An additional aliquot of hydroxylamine 
hydrochloride (440 mg, 6.32 mmol) and NaHCOa (535 mg, 6.32 mmol) in water (10 
mL) was added and the reaction was refluxed for 2 hours. Aqueous NaOH (1.0 M, 
42.1 mL) was added and the reaction was refluxed for 1 hour. An additional aliquot of 

30 NaOH (1.0 M, 21 mL) was added and the reaction was refluxed for 3 hours. After 
cooling to rt, the reaction mixture was poured into brine and the product extracted 
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with EtOAc (2X), dried over Na2S04, concentrated in vacuo, and purified by flash 
chromatography over silica gel (EtO Ac/Hex, 4/6) to afford r^rt-butyl 4-[4-(4-aniino- 
1 ,2,5-oxadiazol-3-yl)phenyl]pipera2ine- 1 -carboxylate. 

To tert-buty\ 4-[4-(4-ainino-l ,2,5-oxadiazol-3-yl)phenyl]piperazine-l - 
5 carboxylate (700 mg, 2.03 mmol) and DMAP (820 mg, 6.7 mmol) in 1,2- 
dichloroethane (50 mL) under dry nitrogen was added 2,2,2-trichloroethyl 
chloroformate (0.62 mL, 4.5 mmol) dropwise and the reaction was refluxed for 
hour. An additional aliquot of DMAP (820 mg, 6.7 namol) and 2,2,2-trichloroethyl 
chloroformate (0.62 mL, 4.5 mmol) were added and the reaction mixture was refluxed 

10 for 1 hour. Further aliquots of DMAP (820 mg, 6.7 mmol) and 2,2,2-trichloroethyl 

chloroformate (0.62 mL, 4.5 nrniol) were added and the reaction mixture was refluxed 
for a total of 4 hours. After cooling to rt, the reaction was poured into aqueous 10% 
HCl and the product extracted with EtOAc (2X), dried over Na2S04, concentrated in 
vacuo and purified by flash chromatography over silica gel (EtOAc/Hex, 3/7, then 

15 1/1) to afford teit-hntyl 4-[4-(4-{bis[(2,2,2-trichloroethoxy)cari3onyl]amino }-l ,2,5- 
oxadiazol-3-yl)phenyl]piperazine-l-carboxylate. 

To tert-hutyl 4-[4-(4-{bis[(2,2,2"trichloroethoxy)carbonyl]amino}- 
l,2,5"Oxadia2ol-3-yI)phenyl]piperazine-l-carboxylate (1.21 g, 1.74 mmol) in THF (25 
mL) was added an aqueous solution of NaOH (1.0 M, 4.0 mL, 4.0 mmol) dropwise 

20 and the reaction mixture was stirred for 1 hour. The reaction was poured into brine 
and the product extracted with Et20 (2X), dried over Na2S04, concentrated m vacuo 
and purified by flash chromatography over silica gel (EtOAc/Hex, 3/7) to afford teit- 
butyl 4-[4-(4-{ [(2,2,2-trichloroethoxy)carbonyl]amino }-l,2,5-oxadiazol-3- 
yl)phenyl]piperazine-l-ca^boxylate. 

25 To tert-huty\ 4-[4-(4-{[(2,2,2-trichloroethoxy)carbonyl]amino}-l,2,5- 

oxadiazol-3-yl)phenyl]piperazine-l-carboxylate (485 mg, 0.932 nunol), methyl 2- 
hydroxy-4-methylpentanoate (275 mg, 1.87 mmol) and triphenyl phosphine (490 mg, 
1.87 mmol) in dry DMF (15 mL) at 0 °C under dry nitrogen was added diisopropyl 
azodicarboxylate (0.375 mL, 1.87 mmol) dropwise over Vi hour and the reaction 

30 mixture stirred overnight at rt. The reaction was poured into water and the product 
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extracted with Et20 (2X), dried over Na2S04, concentrated in vacuo and purified by 
flash chromatography over siHca gel (EtO Ac/Hex, 2/8) to afford methy] A^-(4-{4-[4- 
(?e7t-butoxycarbonyl)piperazin- 1 -yljphenyl }-l,2,5-oxadiazol-3-yl^A^-[{2,2,2- 
tIichloroethoxy)c arbony 1] 1 euc i n a i c . 
5 To methy] A^-(4' { 4-{4-(/t77-butoxycarbonyl)piperazin-l-yI]phenyl}- 

l,2,5-oxadiazo]-3-yl>A^-[(2,2,2>irichIoroelhoxy)carbonyl]leucinate (605 mg, 0.932 
nimol) in THF (20 mL) was added activated zinc powder (610 mg, 9.32 nrniol) and an 
aqueous solution of KH2PO4 (1.0 M, l.S mL, 1.8 mmol) dropwise After 15 min an 
additional aliquot of aqueous KH2PO4 solution was added (1.0 M, 1.8 mL, 1,8 mmol) 

10 and the reaction mixture was stirred for 4 hours. The zinc powder was filtered off, 
rinsed with Et20 and water and the product extracted with ether (2X), dried over 
Na2S04, concentrated in vacuo and purified by flash chromatography over silica gel 
(EtO Ac/Hex, 25/75) to afford methyl A^-(4-{4'[4-(r^rf-butoxycarbonyl)piperazin-l- 
yl]phenyl}-l,2,5-oxadiazol-3-yl)leucinate. 

15 To methyl A^-(4-{ 4-[4-(r^rr-butoxycarbonyl)piperazin-l-y]]phenyl}- 

l,2,5-oxadiazo]-3-y])]eucinate (375 mg, 0.793 mmol) in MeOH (20 mL) was added an 
aqueous solution of LiOH (2.0 M, 2.0 mL, 4.0 mmol) and the reaction mixture was 
stirred for 2 hours. An additional aliquot of aqueous LiOH (2.0 M, 2.0 mL, 4,0 mmol) 
was added and the reaction mixture was stirred for 1 hour. The reaction was acidified 

20 (pH = 4-5) with aqueous 10% HCl, brine was added and the product extracted with 
EtO Ac (3X), dried over Na2S04, concentrated in vacuo and purified by flash 
chromatography over silica gel (Hex/EtOAc/AcOH, 50/49/1) to afford /V-(4-{4-[4- 
(/erf-butoxycarbonyl)pipera2in-l-yl]phenyl}-l,2,5-oxadia2ol-3-yl)leucine. 

To Ar-(4- { 4- [4-(re7-f-butoxycarbonyl)piperazin- 1 -yl]phenyl } - 1 ,2,5- 

25 oxadiazol-3-yl)leucine (350 mg, 0.763 mmol), PyBOP (440 mg, 0.84 mmol), 

aminoacetonitrile hydrochloride (155 mg, 1.68 mmol) in dry DMF (10 mL) under dry 
nitrogen was added triethylamine (0.38 mL, 2.67 mmol) dropwise and the reaction 
stirred for 214 hours. Aqueous sat. NaHCOs was added and the product extracted with 
Et20 (2X), dried over Na2S04, concentrated in vacuo and purified by flash 
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chromatography over silica gel (EtO Ac/Hex, 4/6) to afford iS^^-(cyanoinethyl)-iV"-(4- 
{4-[4-(?erf-butoxycarbonyl)piperazin-l-yl]phenyl}-l,2,5-oxadiazol-3-yl)leucinamid^ 

To -(cyanomethyl)-/»/^-(4- { 4-[4-(rerr-butoxycarbonyl)piperazin- 1 - 
yl]phenyl}-l,2,5-oxadiazol-3-yl)leucinamide (170 mg, 0.33 mmol) in dry THF (1 mL) 
5 under dry nitrogen was gradually added a total of 6 equivalents of MeSOsH (120 ^xL, 
2.0 ramol) over a period of 2 hours in portions of 2 equivalents at a time and the 
reaction mixture stirred overnight. Aqueous sat. NaHCOs was added carefully and the 
product extracted with EtO Ac (2X), dried over Na2S04, concentrated in vacuo and 
purified by flash chromatography over silica gel (NH40H/MeOH/CH2Cl2, 1/9/90) to 
1 0 afford -(cyanomethyl)-/S^^- [4-(4-piperazin- 1 -ylphenyl)- 1 ,2,5-oxadia2ol-3- 
yl]leucinamide. 
MS (+APCI): 455.2 [M+l]"". 



Example 18 

15 SYNTHESIS OF A^'-(CYANOMETHYL)-A^^-[4-(4-PIPERAZIN-l-\TJ>m 

PYRAZOL-3-YL]LEUCINAMrDE 

To 3-amino-4-bromopyrazole (10.9 g, 67.29 mmol) and DMAP (17.26 g, 
141.31 mmol) in MeCN (250 mL) at -78 ""C under dry nitrogen was added di-tert- 

20 butyl dicarbonate (16.15 g, 74.02 mmol) in MeCN (250 mL) and the reaction 

gradually warmed to rt and stirred for 3 hours. EtOAc was added and washed with 
aqueous 10% citric acid, aqueous sat. NaHCOs and water, dried over Na2S04, 
concentrated in vacuo and purified by flash chromatography over silica gel 
(EtOAc/Hex, 3/7, then 1/1) to afford predominately the more polar isomer whose 

25 structure was arbitrarily assigned as r^;t-butyl 3-amino-4-bromo-l^f-pyrazole-l- 

carboxylate (the other possible isomer corresponds to tert-hutyl 5-aminOr4-bromo-l£r- 
pyrazole- 1 -carboxylate). 

To tert-hntyl 3-amino-4-bromo-ljff-pyrazole-l-carboxylate (5.43 g, 
20.73 ramol) and DMAP (8.36 g, 68.41 mmol) in CH2CI2 (100 mL) at 0 "^C under dry 

30 nitrogen was added 2,2,2-trichloroethyl chloroformate (6.3 mL, 45.61 mmol) 

-108- 



BNSDOCID: <WO 02069901A2_L> 



wo 02/069901 



PCTAJS02/06533 



dropwise and the reaction warmed to rt and stirred for 1 hour. Additional aliquots of 
DMAP (836 g, 68,41 mmol) and 2,2,2-tnchloroethyl chloroformate (6.3 nxL, 45.61 
. mmol) were added and the reaction mixture was stirred for 2 hours. Et20 was added 
and the reaction poured into aqueous 10% HCl, extracted with EtOAc (2X), dried 
5 over Na2S04, concentrated in vacuo and purified by flash chromatography over silica 
. gel (EtOAc/Hex, 2/8) to afford f^7t-butyl3-{bis[(2,2,2- 
trichloroethoxy)carbonyl]anuno}-4-bromo--lJ^-pyrazole'-l-carboxylate. 

To ?er/-butyl 3-{bis[(2,2,2-trichloroethoxy)carbonyl]ainino}-4-bromo- 
IH-pyrazole-l-carboxylate (12,7 g, 20.73 mmol) in THF (200 mL) was added 
10 activated zinc powder (13.5 g, 207.3 mmol) followed by an aqueous solution of 
KH2PO4 (1.0 M, 41.5 mL, 41,5 mmol) dropwise and the reaction was stirred for 3 
hours at rt. The zinc powder was filtered off, rinsed with Et20 and water, the aqueous 
phase extracted with Et20 (2X), and the combined organics dried over Na2S04, 
concentrated in vacuo and purified by flash chromatography over silica gel 
15 (EtO Ac/Hex, 2/8) to afford fe/t-butyl 4^bromo-3-{ [(2,2,2- 

trichloroethoxy)carbonyl]amino } - l/iT-pyrazole- 1 -carboxylate. 

To f^?t-butyl 4-bromo-3-{[(2,2,2-trichloroethoxy)carbonyl]a^)ino}- 
lH-pyrazole-l-carboxylate (2.32 g, 5.3 mmol), 4-methoxybenzyl 2-hydroxy-4- 
methylpentanoate (2.02 g, 8.0 mmol, prepared as described in Example 16) and 
20 triphenyl phosphine (2.1 g, 8.0 mmol) in dry DMF (50 mL) at 0 ""C under dry nitrogen 
was added diisopropyl azodicarboxylate (1.6 mL, S.O mmol) dropwise and the 
reaction was stirred overnight. The reaction was poured into water and the product 
extracted with Et20 (2X), dried oyer Na2S04, concentrated in vacuo and purified by 
flash chromatography over silica gel (EtO Ac/Hex, 2/S) to afford 4-methoxybenzyl N- 
25 [4-br6m6'l-(re7t-butoxycafbonyl)-l/f-pyrazol-3-yl]-iV-[(2,2,2- 
trichloroethoxy)carbonyl]leucinate. 

To 4-methoxybenzyl iV-[4-bronio- l-(fer?-butoxycarbonyl)- IH-pyrazol- 
3-yl]-N-[(2,2,2-trichloroethoxy)carbonyl]leucinate (2.38 g, 3.54 mmol) in THF (40 
mL) was added activated zinc powder (2.3 g, 35.4 mmol) and an aqueous solution of 
30 KH2PO4 (1.0 M, 14.2 mL, 14.2 nomol) dropwise. After 1 hour additional aUquots of 
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activated zinc powder (23 g, 35.4 mmol) and aqueous KH2PO4 solution were added 
(1.0 M, 14.2 mL, 14.2 mmol) and the reaction mixture was stirred for 1 hour. The zinc 
powder was filtered off, rinsed with EtiO and water and the product extracted with 
ether (2X), dried over Na2S04, concentrated in vacuo, and purified by flash 
5 chromatography over silica gel (EtO Ac/Hex, 3/7) to afford 4-methoxybenzyl iV-[4- 
bromo- 1 -(rezt-butoxycarbonyl)- li/-pyrazol-3-yl]leucinate. 

To 4-methoxybenzyl A^-[4-bromo-l-(r^rt-butoxycarbonyl)- li/-pyrazol- 
3-yl]leucinate (1.45 g, 2.92 mmol), 4-[4-(re7t-butoxycarbonyl)-l- 
piperazinyl]phenylboronic acid (1.117 g, 3.65 mmol, prepared as described in 

10 Example 1) and catalyst PdCl2(dppf) (75 mg, 0.09 mmol) in DMF (30 mL) under dry 
nitrogen was added aqueous sodium carbonate (2.0 M, 3.3 mL, 6.6 mmol). The 
reaction was heated to 90 for 0.5 hour and an additional aliquot of PdCl2(dppf) (20 
mg, 0.022 nrniol) was added and the reaction mixture was heated for Wz hour. Water 
was added and the product extracted with ether (2X), dried over Na2S04, concentrated 

15 in vacuo, and purified by flash chromatography over silica gel (EtO Ac/Hex, 25/75) to 
afford 4-methoxybenzyl N-(l-(r^7t-butoxycarbonyl)-4-{4-[4-(^err- 
butoxycarbonyl)pipei-azin-l-yl]phenyl}-liZ-pyrazol-3-yl)leucinate. 

To 4-methoxybenzyl A^-(l-(r^;t-butoxycarbonyl)-4-{4-[4-(re7^- 
butoxycarbonyl)piperazin-l-yl]phenyl }-lJ7-pyrazoI-3-yl)leucinate.(1.14 g, 1 .68 

20 nmiol) in EtOH (30 nJL) was added the catalyst palladium on carbon (10%, 500 mg) 
and the reaction was stirred under a hydrogen atmosphere overnight. After degassing 
with nitrogen, CH2CI2 was added and the reaction mixture was filtered on celite, 
washed with EtOH, concentrated in vacuo and purified by flash chromatography over 
silica gel (AcOH/EtO Ac/Hex, 1/49/50) to afford //-(l-(/e7t-butoxycarbonyl)-4-{4-[4- 

25 (/erf-butoxycarbonyl)piperazin- 1 -yl]phenyl } - 1 H-pyrazol-3 -yl)leucine. 

To iV-(l-(?e?t-butoxycarbonyl)-4-{4-[4-(/e/t-butoxycarbonyl)piperazin- 
l-yl]phenyl}-lif-pyrazol-3-yl)leucine (864 mg, 1.55 mmol), PyBOP (890 mg, 1.71 
mmol), aminoacetonitrile hydrochloride (315 mg, 3.41 nomol) in dry DMF (40 mL) 
under dry nitrogen was added triethylamine (0.76 mL, 5.43 nunol) dropwise and the 

30 reaction was stirred for 4Vi hours. Aqueous sat. NaHCOs was added and the product 
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extracted with Et20 (2X), dried over Na2S04, concentrated in vacuo and purified by 
flash chromatography over silica gel (EtO Ac/Hex, 4/6) to afford jV^-(cyanomethyl)- 
N^-{ 1 '{te r?-butoxycarbonyl)-4- { 4- [4-(?ert-butoxycarbonyl)piperazin- l-yl]phenyl } - IH- 
pyrazol-3-yl)leucinamide, 
5 ToN^Kcyanomethyl>N^-(l-(feyt-butoxycarbonyl)-4-{4-[4-(/:ert- 

butoxycarbonyl)piperazin-l-yl]phenyl}-l^/-pyrazol-3-yI)leucinamide (163 mg, 0.274 
mmol) in dry THF (0.5 mL) under dry nitrogen was gradually added a total of 5 
equivalents of MeSOsH (100 inL, 1.37 mmol) over a period of 3 hours in portions of 
1-2 equivalents at a time and the reaction mixture was stirred overnight. Aqueous sat. 
10 NaHCOa was added carefully and the product extracted with EtO Ac (2X), dried over 
Na2S04, concentrated in vacuo and purified by flash chromatography over silica gel 
(NH40H/MeOH/CH2Cl2, 1/9/90) to afford N^-(cyanomethyl)-Ar2-[4-.(4-piperazin-l- 
ylphenyl)-lH-pyra2ol-3-yl]leucinamide. MS (+ESI): 398.4 [M+l]"^. 

15 Example 19 

SYNTHESIS OF A^'<CYANOMETHYL)-A^-43-METmTL-4-(4-PIPERAZIN-l^ 
Yl.PHEma.)IS050^0L'5-YL]I£UCmAMro 

To 5-amino-3-methyHsoxazole (4,63 g, 47.2 nmiol) in CH2CI2/ACOH 
20 (9:1, 100 mL) was added bromine (2.65 mL, 51.9 mmol) dropwise and the reaction 
was stirred for 2 hours. Water and Et20 were added followed by aqueous sat. 
NaHCOs, the product extracted with Et20 (2X), dried over Na2S04, concentrated z/z ^ 
vacuo, and purified by flash chromatography over silica gel (EtO Ac/Hex, 3/7) to 
afford 4-bromo-3-methylisoxazol-5-amine, 
25 To 4-bromo-3-methylisoxazol-5-amine (2.63 g, 14.85 nmiolX 4-[4- 

(rerr-butoxycarbonyl)-l-piperazinyl]phenylboronic acid (5.7 g, 18.57 mmol, prepared 
as described in Example 1) and catalyst PdCl2(dppf) (365 mg, 0-45 mmol) in DMF 
(100 mL) under dry nitrogen was added aqueous sodium carbonate (2.0 M, 18.6 mL, 
37 mmol). The reaction was heated to 95 °C for 1 hour and an additional aliquot of 
30 PdC]2(dppf) (365 mg, 0.45 mmol) was added and the reaction mixture was heated 
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overnight. Water was added and the product extracted with ether (2X), dried over 
Na2S04, concentrated in vacuo, and purified by flash chromatography over silica gel 
(EtOAc/Hex, 4/6, then 1/1) to afford re/t-butyl 4~[4-(5-amino-3-methylisoxazol-4- 
yl)phenyl]piperazine« 1 -carboxylate. 
5 To tert-hutyl 4-[4-(5-amino-3-methylisoxazol-4-yl)phenyl]piperazine- 

1-carboxylate (900 mg, 2.51 mmol) and DMAP (1.02 g, 8.3 mmol) in CH2CI2 (25 
mL) at 0 °C under dry nitrogen was added 2,2,2-trichloroethyl chloroformate (1.02 g, 
8.3 mmol) dropwise and the reaction was warmed to rt and stirred for 1 hour. 
Additional aliquots of DMAP (1.02 g, 8.3 mmol) and 2,2,2-trichloroethyl 

10 chloroformate (1.02 g, 8.3 mmol) were added and the reaction mixture was stirred for 
2V2 hours. EtaO was added and the reaction was poured into aqueous 10% HCl, 
extracted with Et20 (2X), dried over Na2S04, concentrated in vacuo and purified by 
flash chromatography over silica gel (EtO Ac/Hex, 3/7) to afford tert-hutyl 4-[4-(3- 
methyl-5-{ [(2,2,2-trichloroethoxy)carbonyl]amino }isoxazol-4-yl)phenyl]piperazine- 

15 1-carboxylate. , 
To tert'butyl 444-(3-methyI-5-{ [(2,2,2- 
trichloroethoxy)carbonyl]amino } isoxazol-4-yI)phenyl]piperazine- 1 -carboxylate (617 
mg, 1.16 mmol), methyl 2~hydroxy-4-methylpentanoate (255 mg, 1.74 mmol) and 
triphenyl phosphine (460 mg, 1.74 mmol) in dry DMF (15 mL) at 0 °C under dry 

20 nitrogen was added diisopropyl azodicarboxylate (0.35 mL, 1.74 mmol) dropwise 
over V2 hour and the reaction mixture was stirred for 2 days at rt. The reaction was 
poured into water and the product extracted with Et20 (2X), dried over Na2S04, 
concentrated in vacuo and purified by flash chromatography over silica gel 
(EtO Ac/Hex, 25/75) to afford methyl iV-(4-{4-[4-(ferf-butoxycarbonyl)pipera2in-l- 

25 yl]phenyl } -3-methylisoxazol-5-yl)-iV-[(2,2,2-trichloroethoxy)carbonyl]leucinate. 

To methyl iV-(4- { 4-[4-(^erf-butoxycarbonyl)piperazin- 1 -yl]pheny] } -3- 
methylisoxazol-5-yl)-Ar-[(2,2,2-trichloroethoxy)carbonyl]leucinate (688 mg, 1.04 
mmol) in THF (20 noL) was added activated zinc powder (686 mg, 10.4 mmol) and an 
aqueous solution of KH2PO4 (1.0 M, 5,2 mL, 5.2 mmol) dropwise. After hour 

30 additional aliquots of activated zinc powder (686 mg, 10.4 mnaol) and aqueous 
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KH2PO4 solution were added (1.0 M, 5.2 mL, 5.2 mmol) and the reaction mixture was 
stirred for I hour. The zinc powder was filtered off, rinsed with Et20 and water and 
the product extracted with ether (2X), dried over Na2S04, concentrated in vacuo and 
purified by flash chromatography over silica gel (EtO Ac/Hex, 3/7) to afford methyl N- 

5 (4-{4-[4-(re7t-butoxycarbonyl)piperazin-l-yl]phenyl}-3-methylisoxazoI-5- 
yl)leucinate. 

> . . • ■ • 

To methyl A7-(4-{4-[4-(re7t-butoxycarbonyl)pipera2?in-l-yl]phenyl }-3- 
methylisoxazol-5-yl)leucinate (450 mg, 0.926 mmol) in MeOH (15 mL) was added ai 
aqueous solution of LiOH (2.0.M, 2.3 mL. 4.6 mmol) and the reaction mixture was 
10 stirred overnight. The reaction was acidified (pH = 4-5) with aqueous 10% HCl, the 
product extracted with EtOAc (3X), dried over Na2S04, concentrated in vacuo and 
purified by flash chromatography over silica gel (AcOH/EtOAc/Hex, 1/29/70) to 

afford A^-(4-{4-[4-(te7t-butoxycarbonyI)piperazin"l-yl]phenyl }-3-methylisoxazol-5- 
yl)leucine. 

"15 To A'^-(4-{4-[4-(?e7t-butoxycarbonyI)piperazin-l-y]]phenyl}-3- 

methylisoxazol-5-yl)]eucine (415 mg, 0.879 mmol), PyBOP (505 mg, 0.97 mmol), 
aminoacetonitrile hydrochloride (179 mg, 1 .93 mmol) in dry DMF (15 mL) under diy 
nitrogen was added triethylamine (0.44 mL, 3.1 mmol) dropwise and the reaction was 
stirred for 3 hours. Aqueous sat. NaHCOa was added and the product extracted with 

20 EtsO (2X), dried over Na2S04, concentrated^m vacuo, and purified by flash 

chromatography over sihca gel (EtOAc/Hex, 6/4) to afford A^^-(cyanomethyl)-//^-(4- 
{ 4-[4-(ferr-butoxycarbonyl)piperazin- 1 -yl]phenyl } -3-methylisoxazoI-5- 
yl)Ieucin£iinide. 

ToA^'-(cyanomethyl)-iV^2-(4-{4-[4-(/erf-butoxycarbonyI)piperazin-l- 
25 yl]phenyl }-3-methylisoxazoi-5-yl)leucinamide (210 mg, 0.411 mmol) in dry THF (0.5 
mL) under dry nitrogen was gradually added a total of 5 equivalents of MeSOsH (100 
ML. 1.37 nmiol) over a period of 3 hours in portions of 1-2 equivalents at a time and 
the reaction mixture was stirred overnight. Aqueous sat. NaHCOa was added carefully 
and the product was extracted with EtOAc (2X), dried over Na2S04, concentrated in 
30 vacuo and purified by flash chromatography over silica gel (KftfOH/MeOH/CHaCla, 
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1/9/90) to afford //*-(cyanomethyl)-iV^-[3-methyl-4-(4-piperazin-l--ylphenyl)isoxazol- 
5-yl]leucinainide. MS (-ESI): 409.7 [M-1]'. 

Example 20 

5 SYNTHESIS OF Ar-(CYANOMETHYL)-4-METHYL-2-{ [4'-(PYRROLIDIN-l- 
YLMETHYL)-! , 1 '.BIPHENYL-4.YL]THIO }PENTANAMIDE 

2-[(4-Bromophenyl)thio]-A^-(cyanomethyl)-4~methylpentanamide (5.0 g, 14.6 
ininol, prepared by the method described in Example S, using 4~bromothiophenol as 

10 the starting material) was mixed with 4,4,4',4',5,5,5',5 -octamethyl-2,2 -bi-1,3,2- 

dioxaborolane (4.46 g, 17.6 mmol) and potassium acetate (43 g, 43.8 mmol) in DMF 
(45 mL). The reaction flask was thoroughly degassed with dry nitrogen and 
PdCLdppf (358 mg, 0.44 namol) was added. The reaction mixture was stirred at 80 
°C for 18 h. Aqueous sat. NaHCOa was added and the product was extracted with 

15 EtOAc (3X), dried over MgS04, concentrated in vacuo, and purified by flash 

chromatography (30% EtOAc/hexanes) to give A^-(cyanomethyl)-4-methyl-2-{[4- 
(4,4,5,5-tetramethyl- 1 ,3 ,2-dioxaborolan-2~yI)phenyl]thio } pentanamide. 

4-BromobenzyIamine hydrochloride (8.0 g, 36 mmol) was dissolved in 
dioxane (40 roL) and water (40 mL). Sodium hydroxide (lO.S mL of a 10 M aqueous 

20 solution, lOS mmol) and di(/e;t-butyl) dicarbonate (9,1 g, 43.2 mmol) were added. 
The reaction mixture was stirred until disappearance of the starting material was 
observed by TLC. The aqueous layer was acidified to pH 1, rez-r-butyl 4- 
bromobenzylcarbamate was extracted with EtOAc (3X), dried over MgS04, 
concentrated in vacuo, and used without any further purification. 

25 7V-(cyanomethyl)-4-methyl-2-{ [4-(4,4,5,5-tetramethyH,3,2- 

dioxaborolan-2-yl)phenyl]thio}pentanamide (1.64 g, 4.22 mmol) and tert-hutyl 4- 
bromobenzylcarbamate (1.33 g, 4.64 nmiol) were mixed in DMF (12 mL). After 
addition of sodium carbonate (7.4 mL of a 2.0 M solution, 14.8 mmol), the reaction 
flask was thoroughly degassed with dry nitrogen. PdCl2dppf (103 mg, 0.13 mmol) 

30 was added and the reaction mixture was heated at 80 °C for 4 h. Aqueous sat. 
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NaHCOs was added, the product was extracted with EtOAc (3X). dried over MgS04, 
concentrated in vacuo, and purified by flash chromatography (40% EtOAc/hexanes) to 
afford rert-butyl {4'-[(l-{ [(cyanomethyl)amino]carbonyl}-3-inethylbutyl)thio]-l,l - 
biphenyl-4-yl }methylcarbamate. 
5 Terr-butyl {4'-[(l-{[(cyanomethyl)amino]cart)onyl}-3- 

methylbutyI)thio]- 1 , 1 -biphenyl-4-yl }niethylcarbamate (1 .75g, 3.74 mmol) was 
dissolved in dioxane (15 mL). Methanesulfonic acid (485 fiL, 7.5 mmol) was added 
and the reaction mixture was stined for 18 h. Aqueous sat. NaHCOs was added and 
the product was extracted with EtO Ac (3X), dried over MgS04. concentrated m 
10 vacuo, and purified by flash chromatography (95:3:2 dichloromethane/ methanol/ 
triethylamine) to yield 2-{[4'-(aminomethyl)-l,l'-biphenyl-4-yl]thio}-Ar- 
(cyanomethyl)-4-methylpentananiide. 

2-{ [4 -(Aminomethyl)- 1 , 1 '-biphenyl-4-yl]thio } -//-(cyanomethyl)-4- 

methylpentanamide (120 mg, 0.33 mmol) was mixed with cyclopentanone (234 \xL, 

15 2.64 mmol), sodium cyanoborohydride (25 mg, 0.40 mmol) and MgS04 (200 mg) and 

stirred for 1 8 h. Aqueous sat. NaHCOs was added, the product was extracted with 

EtO Ac (3X), dried over MgS04, concentrated in vacuo, and purified by flash 

chromatography (100% EtO Ac to 2% methanoI/EtOAc) to afford iV-(cyanomethyl)-4- 

methyl-2-{ [4KpyrroIidin-l-ylmediyl)-l,l '-biphenyl-4^yl]thio}pentanamide. MS 
20 (+APCI): 436.3 [M+l]*. 



Example 21 

SYNTHESIS OF iV'-(CYANOMETHYL)-iV^{4-t4-(iV,Ar- 



25 



DIMETHYmLYCYL)PHENYL]ISOTHIAZOL-3-YL}i:EUCINAMIDE 



A7^-(4-bromoisothiazol-3-yl)-iV^-(cyanomethyi)leucinamide (100 mg, 0.30 
mmol, prepared as described in Example 13) was submitted to a Suzuki coupling with 
4-acetylphenylboronic acid (99 mg, 0.60 mmoles) as described in Example 1 to afford 
A^--[4-(4-acetylphenyl)isothiazol-3-yl]-A^'-(cyanomethy])leucinamid6 which was 
30 purified by flash chromatography (30% to 55% EtOAc/hexanes). 
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Ar^-[4-(4-acetylphenyl)isothia2ol-3-)d]-A^^-(cyanoniethyl)leucinam (100 mg, 
0,27 mmol) was reacted with phcnyllrimethylammonium tribromide (100 mg, 0.27 
mmol) in THF (0.30 mL) for 48 h. Aqueous sat. NaHCOs was added and the product 
was extracted with EtOAc (3X k dried over MgS04, concentrated in vacuo, and 
5 purified by flash chromatograplix (30 lo 65^c EtOAc/hexanes) to yield N^-{4-[4- 
(bromoacetyl)phenyI]isothiazol'3-yI } -A- * -(cyanomethyl)Ieucinamide. 

' A^^-{4-[4-(bromoacciyl)phenyl]isothiazol-3-yl}-A?'^- 
(cyanoniethyl)leucinamide (29 mg, 0.064 mmol) was dissolved in DMF (0.6 mL) and 
dimethylamine (0.13 mL of a 2 M solution in THF, 0.26 mmol) was added. The 

10 reaction mixture was stirred until disappearance of the starting material was observed 
by TLC (-1 h). Aqueous sat. NaHCOs was added, the product was extracted with 
EtOAc (3X), dried over MgS04, concentrated in vacuo and purified by flash 
chromatography with dichloromethane, methanol and ammonium hydroxide to yield 
A^^-(cyanomethyl)-N^-{4-[4-(A^,A^-dimethylglycyl)phenyl]isothiazol-3-yl}leucinanude. 

15 MS (+ESI): 414.4 [M+lf. 

Example 22 

SYNTHESIS OF A^-(CYANOMETHYL)-3-(l-METHYLCYCLOPROPYL)-2-[(4'- 
PIPERAZIN- 1 -YL- 1 , 1 '-BIPHENYL-4-YL)TH[0]PR0P AN AMIDE 

20 

To an ice cold solution of ethyl 4-methyl-4-pentenoate (1.1 1 g, 7.S mmol) in 
0.5 M diazomethane in Et20, was added palladium(n) acetate by portionwise addition 
(4 portions of 5 mg each were added in 15 min intervals). A total of 4 portions were 
added. The reaction mixture was filtered on a pad of celite and concentrated under 60 
25 mm Hg with gentle warming. This crude product was treated a second time with 

diazomethane and palladium(n) acetate, filtered and concentrated. The resulting oil 
was filtered on a pad of florisil (60-100 mesh), washed with Et20 (2 X 10 mL), 
concentrated under 60 mm Hg to give ethyl 3-(l-methylcyclopropyl)propanoate as a 
colorless oil. 
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Ethyl 3-(l-methylcyclopropyl)propanoate was converted to ethyl 2-bromo-3- 
(l-methylcyclopropyl)propanoate according to the literature procedure, Hemanz, D.; 
Camps, F,; Guerrero, A,; Delgado, A. Tetrahedron Asymmetiy 1995, 6(9), 2291-2298. 
To an ice cold solution of 4'bromothiophenol (455 mg, 2.4 mmol) in DMF (3 
5 niL) was added sodium hydride (101 mg of 60% oil disp., 2.5 mmol). The resulting 
suspension was stirred at 0 for 30 min. A solution of ethyl 2-bromo-3-(l- 
methylcyclopropyl)propanoate (465 mg, 2,0 mmol) in DMF (2 miL) was added 
dropwise and the resulting mixture was stirred at room temperature for 2 hours. The 
reaction mixture was partitioned between EtOAc and water. The organic layer was 

10 dried over Na2S04 and concentrated in vacuo. The crude product was purified by 
flash chromatography using Et20 in hexane to afford ethyl 2-[(4-bromophenyl)thio]- 
3-( 1 -niethylcyclopropyl)propanoate , 

To an ice cold solution of ethyl 2-[(4-brpmophenyl)thio]-3-(l- 
methylcyclopropyl)propanoate (457 mg, 1.3 mmol) in THF (8 mL) and MeOH (3 mL) 

15 was added a 1.0 N aq. solution of LiOH (2 mL, 2.0 mmol) dropwise. The resulting 
mixture was stirred at room temperature for 18 h and partitioned between EtOAc and 
water + 1.0 N HCl (5 mL). The organic layer was dried over Na2S04 and 
concentrated in vacuo to give 2-[(4-bromophenyl)thio]-3-(l- 
methylcyclopropyl)propanoic acid. 

20 To an ice cold solution of 2-[(4-bromophenyl)thio]-3-(l- 

methylcyclopropyl)propanoic acid (417 mg, 1.3 nunol), HATU (652 mg, 1.7 mmol), 
2-aniinoacetonitrile hydrochloride (171 mg, 1.8 mmol) in DMF (5 mL) was added 
7V,7/-diisopropylethylamine (0.68 mL, 3.9 mmol) dropwise. The resulting mixture 
was stirred at room temperature for 18 h and partitioned between EtOAc and water. 

25 The organic layer was dried over Na2S04 and concentrated m vacuo. The crude 

product was purified by flash chromatography using EtOAc in hex^e to afford 2-[(4- 
bromophenyl)thio]-A^-(cyanomethyl)-3-(l-methylcyclopropyl)propanamide. 

Using the procedure described in Example 1 where (25)-2-(4-bromoanilino)- 
A^-(cyanomethyl)-4-methylpentanamide is substituted for 2-[(4-bromophenyl)thio]-//- 

30 (cyanomethyl)-3-(l-methylcyclopropyl)propanamide, te?t-butyl 4-[4 -({2- 
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10 



[(cyanomethyl)amino]-l-[(l-methylcyclopropyl)methyl]-2-oxoeth 
biphenyl-4-yl]piperazine-l-carboxylate was obtained as a white solid. 

Using the procedure described in Example 1 where /ert-butyl 4-{4 -[((15)-1- 
{ [(cyanomethyl)ainino]carbonyI }-3-methyIbutyl)amino] [1 , 1 -biphenyl]~4-yl } -1- 
piperazinecarboxylate is substituted for r^rr-butyl 4-[4'--({2-[(cyanomethyl)amino]-l- 
[( 1 -inethylcyclopropyl)methyl] -2-oxoethyl } thio)- 1 , 1 -bipheny]-4-yl]piperazine- 1 - 
carboxylate, iV~(cyanomethyl)-3-(l-methylcyclopropyl)-2-[(4 -piperazin-l-yl-1,1 - 
biphenyl-4-yl)thio]propananiide was obtained after crystallization in EtOAc and 
hexane (1:2) as a beige solid. MS (+ESI): 435.2 [M+l]"*". 

Example 23 

SYNTHESIS OFAr^-(CYANOMETHYL)-N^-[3-METHYI^4-(4-PIPERA^ 
YLPHENYL)ISOTHIAZOL-5-YL]-L-LEUCINAMIDE 



15 To a solution of L-leucic acid (l;33g, 10 nojnol) in methanol (20 mL) was 

added 12 N HCl (0.2 mL, 2,4 mmol) and the solution was refluxed for 3 h. After 
cooling to room temperature, the reaction mixture was concentrated in vacuo. The 
crude product was purified by flash chromatography using EtOAc in hexane to afford 
methyl (2S)-2-hydroxy-4-methylpentanoate as a colorless oil. 

20 To a solution of methyl (2S)-2-hydroxy-4-methylpentanoate (1.0 g, 6.8 mmol), 

triphenylphosphine (1.96g , 7.5 mumol) and 4-nitrobenzoic acid (2.26 g, 13.5 mmol) in 
THF (14 mL) was added dropwise diethylazodicarboxylate over 30 min. The resulting 
mixture was stirred at room temperature for 18 h and partitioned between EtOAc and 
water. The organic layer was dried over Na2S04 and concentrated in vacuo. The 

25 crude product was purified by flash chromatography using EtOAc in hexane to afford 
(lR)-l-(methoxycarbonyl)-3-methylbutyl 4-nitrobenzoateas a yellow oil. 

To a solution of (lR)-l-(methoxycarbonyl)-3-methylbutyl 4-nitrobenzoate 
(1.59 g, 5.4 mmol) in methanol (15 noL) was added a freshly prepared solution of 1.5 
M sodium methoxide in methanol (0.5 mL, 0.75 ncimol). The resulting mixture was 

30 stirred at room temperature for 1 h, aqueous ammonium acetate (30 mL of 25%^ I y) 
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was added and the mixture was extracted with EtOAc. The organic layer was dried 
over Na2S04 and concentrated 7/2 vacuo. The crude product was purified by flash 
chromatography using EtOAc in hcxane to afford methyl (2R)-2-hydroxy-4- 
methylpentanoate as a colorless oiK 
5 To a cold (-78 ^C) solution of 5-amino-3-methylisothiazole hydrochloride 

(21.2 g, 127 mmol), pyridine (68 mL, S4 1 mmol) and DMAP (4,62 g, 38 mmol) in 
CH2CI2 (420 mL) was slowly added trichlorocthylchloroforaiate (31 mL, 224 mmol) 
over a period of 15 min. The reaction mixture was stirred at -78 °C for 30 min and 
then warmed to. room temperature for 1 h. The mixture was partitioned between 
10 EtOAc arid water, the organic layer was dried over MgS04 and concentrated in vacuo. 
The crude product was disol ved in Et^O (800 mL), charcoal was added and the 
resulting black suspension was boiled for 15 min and allowed to stand at room 
temperature for 18 h. The charcoal was removed by filtration on a pad of cebte and 
the filtrate was concentrated 272 vflCMc?, The crude product was crystallized from a hot 

15 mixture of Et20/hexane (1:1, 600 mL) to yield 2,2,2-trichloroethyl 3- 
methylisothiazol-5-ylcarbamate as a light yellow solid. 

To an ice cold solution of 2,2,2-trichloroethy] 3-methylisothia2ol-5- 
ylcarbamate (20.6 g, 71 J nmiol), methyl (2R)-2-hydroxy-4-methyipentanoate (15.9 g, 
109 mmol) and triphenylphosphine (28.9 g, 110 mmol) in DMF (260 mL) was slowly 

20 added over 15 min diisppropylazodicarboxylate (21 ;7 mL, 1 10 mmol). The resulting 
brown solution was stirred at room temperature for 30 min and then heated to 60 °C 
for 18 h. The reaction mixture was allowed to cool to room temperature and it was 
partitioned between EtOAc and water. The organic layer was dried over Na2S04 and 
concentrated in vacuo. The crude product was purified twice by flash . 

25 chromatography using EtOAc in hexane to afford methyl N-(3-methylisothiazol-5-yl)- 
N-[(2,2,2-trichloroethoxy)carbonyl]-L-leucinate as a yellow symp. 

To a solution of methyl N-(3-methylisothiazol-5-yl)-N-[(2,2,2- 
trichloroethoxy)carbonyl3-L-leucinate (28.5 g, 68 mmol) in CH2CI2 (250 mL) and 
AcOH (125 mL) was added bromine (8.5 mL, 165 mmol). The resulting red solution 

30 was stirred at room temperature for 4 h. A further ahquot of bromine (8.5 mL, 165 
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mmol) was added and the resulting solution was stirred at room temperature for 18 h. 
The reaction mixture was partitioned between EtOAc and water + aqueous NaHSOs 
until the decolorization was complete. The organic layer was dried over Na2S04 and 
concentrated in vacuo. The crude product was purified by flash chromatography 
5 using EtOAc in hexane to afford methyl N-'(4-bromo-3-methyhsothiazol-5-yl)~N- 
[(2,2,2-trichloroethoxy)carbonyl]-L-leucinate as a yellow syrup. 

To a solution of methyl N-(4-bromo-3-methylisothiazol-5-yl)-N-[(2,2,2- 
trichIoroethoxy)carbonyl]-L-leucinate (24.2 g, 48.8 mmol) in THF (350 mL) and 
AcOH (90 mL) was added zinc dust (18.0 g, 275 nmiol). The resulting grey 

10 suspension was sonicated for 30 min and then stirred at room temperature for 2 h. 
The reaction mixture was filtered on a pad of celite and concentrated in vacuo. The 
resulting residue was partitioned between EtOAc and water. The organic layer was 
dried over Na2S04 and concentrated in vacuo. The cmde product was purified by 
flash chromatography using Et20 in hexane to afford methyl N-(4-bromo-3- 

15 methylisothiazol-5-yl)-L-leucinate as a colorless oil which solidified upon standing 
for 1 h at room temperature under high vacuum to give a white solid. 

To an ice cold solution of methyl N-(4-bromo-3-methylisothiazol-5-yl)-L- 
leucinate (11.7 g, 36.4 mmol) in methanol (300 mL) vvas slowly added over 10 min a 
2.0 M aqueous lithium hydroxide solution (75 mL, 150 mmol). The resulting cloudy 

20 solution was stirred at room temperature for 3 hours. Most of the methanol was 

removed under reduced pressure and the resulting aqueous suspension was partitioned 
between EtOAc and water + 90 ml of 10% HCL The organic layer was washed once 
with water, dried over Na2S04 and concentrated in vacuo to give N-(4-bromo-3~ 
methylisothiazol-5-yl)-L-leucine as a white solid. 

25 To an ice cold solution of N-(4-bromo-3-methylisothiazol-5-yl)-L-leucine 

(9.83 g, 32 mmol), PyBOP (18.6 g, 35.7 mmol) and 2-aminoacetonitrile hydrochloride 
(6.5 g, 70.3 mmol) in DMF (250 mL) was slowly added over 5 min triethylamine 
(15.6 tjolL, 1 12 mmol). The resulting suspension was stirred at room temperature for 
18 h. The reaction mixture was partitioned between EtOAc and half-saturated 

30 NaHCOs. The organic layer was washed once with water, dried over Na2S04 and 
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concentrated m vacuo. The crude product was purified by flash chromatograph}' 
using EtOAc in hexane to give a colorless syrup. This syrup was disolved in Et20, 
washed once with 3% HCl and once with diluted NaHCOs, dried over Na2S04 and 
concentrated in vacuo to give A^^-(4-bromo-3-nnLethylisothiazol-5-yl)-N^- 
5 (cyanoniethyl)-L-leucinainide as a white foam. 

Using the procedure described in Example 1 where (25)-2-(4-bromoanilino)^ 
iV-(cyanomethyl)-4-methylpentananiide is substituted for A^~*(4'-bromO'-3- 
methylisothia2ol-5-yl)-N*-(cyanomethyl)-L-leucinamide, terf-butyl (4-{5-[((lS)-l- 
{ [(cyanomethyl)anuno]carbonyl } -3-methylbutyl)amino]-3-methylisothia2ol-4- 

10 yl}phenyl)-l-piperazinecarboxylafe was obtained as a colorless gum. 

Using the procedure described in Example 1- where /e/t-butyl 4-{4 
{ [(cyanomethyi)amino]carbonyl }-3-methylbutyl)amino] [1 , 1 -biphenyl]-4-yl } -1- 
piperazinecarboxylate was substituted for /erf-butyl ({5-[(l(S)-l- 
{ [(cyanomethyl)anuno]carbonyl}-3-methylbmyl)aniino]-3-methylisothiazol-4- 

15 yl}phenyl>l-piperazinecarboxylate, A^^-(cyanomethyl)-iV--[3-methyl-4-(4-piper^^ 

l-ylphenyl)isothiazol-5-yl]-L-leucinaniide was obtained as a white foam. MS (+ESI): 
427.2 [M-hlf. , 

Example 24 

20 SYNTHESIS OF iV'KCYANOMETHYL)-A^^-(4-{4-[4-a^ 

HYDROXYETma.)PIPERAZIN-l-YL]PHENYL}-3-M^ 

YL)^L-LEUCIN AMIDE 

A solution of A^'-(cyanomethyl)-iV^-[3-methyl-4"(4-piperazin-l- 
25 ylphenyl)isbthiazol-5-yl]-L^leucinaniide (113 mg, 0.26 mmol, prepared as described 
in Example 23), 2-bromoethanol (32 /tL, 0.45 mmol) and triethylamine (64 ^L, 0.64 
mmol) in CH3CN (1.0 mL) was heated at 85 °C for 9 h. The reaction mixture was 
allowed to cool to room temperature and it was partitioned between EtOAc and water. 
The organic layer was dried over Na2S04 and concentrated in vacuo. The crude 
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product was purified by flash chromatography using MeOH in CH2CI2 to afford the 
title compound as a beige foam. MS (+ESI): 471.2 [M+1]"*". 

Example 25 

5 SYNTHESIS OF N-(CYANOMETHYL)-144-(l-PIPERAZINYL)[l J -BIPHENYL]- 

3-YL]-2-PIPERIDINECARBOXAMIDE 

A mixture of pipecolic acid (1.55 g, 12.0 mmol), 1 ,3-dibromobenzene (1.6 
mL, 13.2 mmol), Cul (0.56 g, 2.9 mmol) and K2CO3 (3.0 g, 21.7 mmol) in 14 mL of 

.10 DMA was degassed, then heated to 95 °C for 23 h. The mixture was cooled and 
partitioned between ether and water. The organic layer was extracted with 1 M 
NaOH, and the combined aqueous layers were acidified with 6N HCl and extracted 
with EtOAc. The organic phase was washed with brine, dried over MgS04 and 
concentrated to give 3 g of an oil. This material was combined with HATU (2.1 g, 5.5 

15 mmol) and aminoacetonitrile hydrochloride (0.85 g, 9.2 mmol) in DMF (3 niL), then 
treated with EtsN (2.0 mL, 14 namol). The mixture was stirred for 30 mdn and then 
partitioned between ethyl acetate dnd water. The organic phase was washed with 1 M 
NaOH, 1 M HCl (3x) and brine, then dried over MgS04 and concentrated. 
Purification by flash chromatography (40% EtOAc/hexanes) gave l-(3-bromophenyl)- 

20 //-(cyanamethyl)-2-piperidinecarboxaniide. 

A mixture of l-(3-bromopheny])-A^-(cyanomethyl)-2-piperidinecarboxamide 
(209 mg, 0.65 mmol), 4-[4-(rer/-butoxycarbonyI)-l-pipera2inyl]phenylboronic acid 
(219 mg, 0.71 mmol), and PdC^dppf) (41 mg, 0.05 mmol) in DMF (4 mL) was 
heated to 60 °C. 2N NaaCOa (0.65 mL, 1.3 mmol) was added dropwise, and the 

25 mixture was heated to 85 °C overnight. The mixture was cooled and partitioned 

between water and ethyl acetate. The organic layer was washed with 1 M NaOH and 
brine, then dried over MgS04 and concentrated. Purification by flash chromatography 
(50% EtOAc/hexanes) gave r^/t-butyl 4-[3 -(2-{ [(cyanomethyl)amino]carbonyl}-l- 
piperidinyl) [1,1 -biphenyl]-4-yl]- 1 -piperazinecarboxylate. 
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To a solution of r^rr-butyl 4-[3 -(2-{ [(cyanomethyljaminojcarbonyl 
piperidmyl)[l,l -biphenyI]-4-yl]-l-piperazinecarboxylate (249 mg, 0.51 mmol) in 
dioxane (5 mL) was added methanesulfonic acid (0.1 mL, 1.5 mmol). The mixture 
was stirred overnight, then partitioned between EtOAc and 1 M NaOH. The organic 
5 phase was washed with brine and dried over MgS04. Purification by flash 
chromatography (5% MeOH/dichloromethane with 0.5% NH4OH) gave N- 
(cyanomcthyl)-l-[4-(l-piperazinyl)[ia-biphenyl]-3-yl]-2-piperidinecar^^ 
MS (+APCI) m/z 404 (M+1, 100), 320 (15). 

10 Example 26 

SYNTMSIS OF l-(4-CHLORO-ia -BIPHENYL-3-YL)-^^ 
(CYANOMETHYL)PIPERIDINE-2-CAIlBOXAMIDE 

To a suspension of l-(3-bromophenyl)-//-(cyanomethyI)-2- 
15 piperidinecarboxamide (2.25 g, 6.98 mmol, prepared as described in example 25) in 
70 mL of isopropyl alcohol was added N-chlorosuccinimide (1.02 g, 7.68 mmol). The 
suspension was heated to 60 ""C and the resultant solution was stirred at 60 ""C for 2 h. 
The mixture was cooled and partitioned between ethyl acetate and brine. The aqueous 
layer was extracted with ethyl acetate (3 x) and the combined organic layers were 
20 dried over Na2S04 and concentrated. Purification by flash chromatography (50% 
EtiO/hexanes) yielded l-(5Tbromo-2-chlorophenyl)-A^-(cyanomethyl)piperidine-2- 
carboxamide (faster eluting compound) and l-(3-bromo-4-chlorophenyl)-iV- 
(cyanomethyl)piperidine-2-carboxamide (slower eluting compound). 

A mixture of l-(5-bromo-2-chIorophenyI)-//-(cyanomethyl)piperidine-2- 
25 carboxamide (125 mg, 0,35 mmol), phenylboronic acid (64 mg, 0.53 mmol), 

PdCl2(dppf) (29 mg, 0.035 mmol) and 2 N Na2C03 (0.5 mL, 1.1 mmol) in DMF (3.5 
mL) was degassed and then heated to 1 10 ""C for 4 h. The mixture was cooled and 
partitioned between water and ethyl acetate. The aqueous layer was extracted with 
ethyl acetate (3 x) and the combined organic layers were dried over Na2S04 and 
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concentrated. Purification by flash chromatography (50% Et20/hexanes) afforded 1- 
(4-chloro-l ,1 -biphenyl-3-y])-N-(cyanomethyl)piperidine-2-carboxamide. 
MS (+ESI): 354.1 [M+lT 

5 Example 27 

SYNTHESIS OF (45)-lK4-CHLORO-4'-PIPERAZIN-l-YL-ia -BIPHElSnn^ 
iV-(CYANOMETmT^)-4-METHYL-L-PROIJ^ 

To di(rert-butyl) (25,45)-4-methylpyrrolidine-l,2-dicarboxylate (Ref: 
10 J. Amer. Chem, Soc, 1996, 118, 36, 8700-8706, 2.4 g, 8.42 mmol) in CH2CI2 (15 mL) 
was added TFA (15 mL) and the reaction was stirred for 2 hours. The reaction was 
concentrated in vacuo and re-dissolved in CH2CI2 (15 niL), TFA (15 mL) was added 
and the reaction was stirred for 1 hour. The reaction was concentrated in vacuo to 
afford (45)-4-methyl-L-proline trifluoroacetate and used directly in the next step. 
15 To (45)-4-methyl-L-proline trifluoroacetate (2.92 g, 8.17 nmiol), 1,4- 

dibromobenzene (2.9 g, 12.27 nnmol), potassium carbonate (3.95 g, 28.6 nmiol), and 
copper iodide (315 mg, 1.64 nmaol) was added dr}' DMF (30 mL) under dry nitrogen. 
The reaction flask was thoroughly degassed with dry nitrogen and heated at 95 for 
3 days. Water and hexane were added and the organic phase was separated and 
20 discarded (to remove excess 1,4-dibromobenzene). The pH of the aqueous phase was 
adjusted to 3 with aqueous 10% HCI and the product extracted with EtOAc (2X), 
dried over Na2S04, concentrated in vacuo and purified by flash chromatography over 
silica gel (AcOHTEtO Ac/Hex, 0.5/49.5/50) to afford (45)-l-(3-bromophenyl)-4- 
methyl-L-proline. 

25 To (45)-l-(3-bromophenyl)-4-methyl-L-proline (1.35 g, 4.75 mmol), 

PyBOP (2.72 g, 5.23 mmol), aminoacetonitrile hydrochloride (968 mg, 10.46 nrniol) 
in dry DMF (30 niL) under dry nitrogen was added triethylamine (2.35 mL, 16.63 
mmol) dropwise and the reaction was stirred overnight. Aqueous sat. NaHCOs was 
added and the product extracted with Et20 (2X), dried over Na2S04, concentrated in 

30 vacuo and purified by flash chromatography over silica gel (EtOAc/Hex, 35/15, then 
4/6) to afford (45)-l-(3-bromophenyl)-iV-(cyanomethyI)-4-methyl-L-prolinamide. 
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To a hot (60 °C) solution of (45)--l-(3-bromophenyl)-A^-(cyanomethyl)- 
4-methyl-L-prolinamide (630 mg, 1,96 mmol) in isopropyl alcohol (20 mL) was 
added TV'-chlorosuccinimide and the reaction mixture was stirred at 60 °C for 2 hours. 
The reaction was concentrated in vacuo and the product purified by flash 
5 chromatography over silica gel (MTBE/Hex, 1/1, then 6/4, then 8/2) to afford (45)-l- 
(5-bromo-2-chIorophenyl)-/V-(cyanoniethyl)-4-methyl-L-prolinainide. . 

To (45)-l-(5-bromo-2-chlorophenyl)-//-(cyanomethyl)-4-methyl-L- 
prolinaniide (40 mg, 0. 1 12 mmol),4-[4'-(iferf-butoxycarbonyI)-l-: 
piperazinyl]phenylboronic acid (42 mg, 0.135 mmol, prepared as described in 

10 Example 1) and catalyst PdCl2(dppf) (5 mg, 0.0034 miriol) in DMF (2 mL) under dry 
nitrogen was added aqueous sodium carbonate (2.0 M, 0.17 mL, 0336 mmol). The 
reaction was heated to 95 ""C for 1 hour and an additional aliquot of PdCl2(dppf) (365 
mg, 0.45 mmol) was added and the reaction mixture was heated for 3 hours. Water 
was added and the product extracted with ether (3X), dried over Na2S04, concentrated 

15 in vacuo and purified by flash chromatography over silica gel (EtO Ac/Hex, 4/6) to 

afford (45)-l-{4'44-(^e7Y-butoxycarbonyl)piperazin-l-yl]-4H::hloro-l,l*-biphen 
yl } -A^-(cyanomethyI)-4-methyl-L-prolinamide. . 

To (45)-l-{4-[4-(rerr-butoxycarbonyl)piperazin-l-yl]-4-chloro-l,l - 
biphenyl>3-yl } -A^-(cyanomethyl)-4-methyl-L'prolinamide (66 mg, 0. 123 mmol) in dry 

20 THE (0.25 mL) under dry nitrogen was gradually added a total of 3 equivalents of 

MeSOsH (30 \iL, 0.39 nraiol) over a period of 1 hour in portions of 1-2 equivalents at 
a time and the reaction mixture was stirred overnight. Aqueous sat. NaHCOa was 
added carefully and the product was extracted with EtO Ac (2X), dried over Na2S04, 
concentrated in vacuo and purified by flash chromatography over silica gel 

25 (NH40H/MeOH/CH2Cl2, 1/9/90) to afford (45)-l<4-chl^^^ 

biphenyl-3-yl)-//'(cyanomethyl)-4-methyl-L-prolinamide, MS (-APCI): 436.2 [M-1]'. 

Using similar experimental procedures as described above, the 
following compounds were synthesized. 
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IMA A/TfT 




N^-(cyanomethyl)-N^- {4-[4-(4- 
methylpiperazin-l-yI)phenyl]thien-3-y]}-L- 

iCUCinallXlLlc 


MS (+APCI): 426.2 
[M+1]* 


(4S)- 1 -(3-broinophenyl)-N-(cyanomethyl)- 
4-methyl-L-prolinamide 


MS (+ESI): 322.1/324.2 
[M+l]+ 


v.4o j-JN-^cyanometnyi j-4-metnyi-i-v4 - 
piperazin- 1 -yl- 1 , 1 -biphenyl-3-yl)-L- 
proim aim oe 


JVlo (.+A±'i^lJ. 4U4.4 
[M+l]+ 


(4S )-N-( 1 -cyanocyclopropyl)-4-methyl- 1 - 
(4 -piperazin-1 -yl- 1 , 1 -biphenyl-3-yl)-L- 
proiinaniiue 


MS (+APCI): 430.3 
[M+l]+ 


-(cyanomethyl)-N^-[4-(4-piperazin- 1 - 
ylphenyl)isothiazol-3-yl]-L-leucinamide 


MS (+ESI): 413.2 
[M+l]+ 


JN -^cyanorneinyi^-iN -(^4- 
[(dimethylainino)methyI]phenyl } thien-3-yl)- 

ju-icucinainiac 


[M+l]+ 


N\cyanomethyl)-N^-[4-(4-{ [(2- 
hydroxyethyl)aTmno]methyl ) phenyl )thien-3- 
yl ] -L-leuci n arm de 


MS (+ESI): 401.5 
[M+l]+ 


-(cyanomethyl)-N"- { 4-[4-(morpholin-4- 
ylniethyl)phenyl]thicn-3-yl } -L-leucinamide 


MS (+ESI): 427.2 
nv/r_i_i 

IJV1+1J + 


[(benzyl aniino)methyl] phenyl }thien-3-yl)- 
-(cyanomethyl)-L-leucinamide 


MS (+ESI): 447.1 

[JVH-l J+ 


IN -L^-^^-ierc-Duiyipnenyi^tnien-o-yij-iN - 

(cyanomethyl)-L-leucinamide 


[M+l]+ 


N^-rcvanomethvlVN^-r4.-r4.- 
i sopropylphenyl)thien-3-yl] -L-leucinamide 


[M+11+ 


-(cyanomethyl)-N^-[3-(4-piperazin- 1-. 
ylphenyl)isoxazol-4-yl]leucinainide 


MS (+ESD: 397.4 
[M+l]+ 


-(cyanomethyl)-N^"[3-(4-piperazin-l - 
ylphenyl)isoxazol-4-yl]-L-leucinamide 


[a]D = +23(c 1.95, 
CH2C12) 
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N^-(cyanomethyl)-N^-[3-(4-piperaziTi-l- 
ylphenyl)isoxazol-4-yl]-D-leucinamide 


[a]D = -16(c 1.93, 
CH2C12) 


JN -'(cyanomethyl)-N -(4-{4-'[2' 
(dimethylamino)ethyl]phenyl}thien-3-yl)-L- 
leucinamide 


see experimental 


-(l-cyanocyclopropyl)-N^-[3-(4- 
piperazin- 1 -ylphenyOisoxazoM-ylJ-L- 
leucinamide 


MS (H-ESI): 423.3 
[M+l]+ 


N -(cyanomethyl)-N -{3-[4-(4- 
isopropylpiperazin- 1 -yl)phenyl]isoxazol-4- 
yl ) -L-leucinamide 


MS (+ESI): 439.4 
[M+l]+ 


JN -t4-(3-bromo-4-piperazin- 1 -ylphenyl)-3- 
inethylisothiazol-5-yl]-N^- 
(cyanomethyl)leucinamide 


MS (+ESI): 505.3/507.3 
[M+l]+ 


N -(cyanomethyl)-N -{4-[4-(4- 
isopropylpiperazin- 1 "yl)phenyl]isothiazol-3- 
yi }-L-leucmamide 


MS (+ESI): 455.3 
[M+l]+ 


N -[4-(3-bromo-4-pipera2in-l- 
ylphenyl)isothiazol-3-yl]-N^-(cyanomethyl)- 
L-leucinamide 


MS (4-ESI): 491.4/493.1 
[M+l]+ 


N -l4-(4-bromophenyl)isothia201-3-yI]-N - 
(cyanomethYD-L-leucinamide 


MS (+ESI): 407.1/409.2 
rM+l]+ 


JN -(cyanometnyl)-N -(1 -phenyl- IH- 
tetraazol-5-yl)-L"leucinamide 


MS (+APCI): 313.9 
[M+l]+ 


jN -(cyanomethyl)-N -(1 -phenyl- IH- 
tetraazol-S-yD-L-leucinamide 


MS (+ESI): 491.1. 
[M+l]+ 


N^-(cyanoniethyl)-N^-[4-(4-iodophenyl)-3- 

meth vli SOthi azo] - S- vl l-T--1pnrin5imiHf» 


MS (+ESI): 469.1 


N'-(cyanoniethyl)-N^-(3-methyl-4- 
phenylisothiazol-S-yD-L-leucinamide 


MS (+APCI):. 343.0 
[M+l]+ 


N^-[4-(l,l'-biphenyl-4-yl>3- 
methylisothia2ol-5-yl]-N'-(cyaBomethyl)-L- 
leucinaxnide 


MS (+APCI): 419.1 
[M+l]+ 
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(4S)-1-(1 ,1 -biphenyl-3-yl)-N- 

( r*v?»TirkTn^tVivl^-4-.TTr»^tVivl -T -■nroliTifinniHp 


MS (+ESI): 320.2 


(4S)- 1 -(4-chloro- 1 , 1 -biphenyl-3-yl)-N- 
(cyaiioihethyl)-4-methyl-L-prolinaiTiide 


MS (+ESI): 354.2/356.2 
[M+l]+ 


\f^^ ^-iN-^cyanomcinyi j- 
dimethylbut- 1 -ynyl)phenyl]-4-methyl-L- 
proiiii aim ue 


Ps4+1]+ 


(4S)-N-(cyanomethyl)-l-[3-(3-hydroxy-3- 
methylbut- 1 -ynyl)phenyl] -4-methyl-L- 

proiiuaixuae 


MS (+APCD: 326 
[M+l]+ 


N-(cy anomethyl)- 1 -( 1 -phenyl- 1 H-tetraazol- 
5-yl)piperidine-2-carboxamide 


MS (+APCI): 312.0 
[M+l]+ 


v^H-o ^- i~v.^-Droino-z-cnioropneuyi ^-xn- 
(cyanomethyl)-4-methyl-L-prolinamide 


356.0/358-0/360.6 


(4S)-l-(3-bromo-4-chlorophenyl)-N- 
^cyauoincinyi7-^-iiiei.nyi-ju-proiindi 


MS (+ESI): 
[M+l]+ 


(4S)- 1 -(6-chloro- 1 , 1 '-biphenyl-3-yl)-N- 

1^ c y an o met n y i j - m e i n y i -i-z-proiin ajiu ac 


MS (+ESI): 354.2 
■ rivi-i-1 1-1- 


N ^ - (cy anomethyl)-N^- [4- (4-piperazin- 1 - 
ylphenyl)i sothi azol -5 -yl] leucinamide 


MS (+ESI): 413.2 
[M+1]* 


IN -i^cyanomcLiiyi j-in -[j-meinyi-^-i^^ 
pyridin-3-ylphenyl)isothiazol-5-yl]-L- 
leucinamide 


[M+l]* 


XN -v,cyaTioineinyi^-iN -Lo-meinyi-^-^H— 
pyridin-4-ylphenyl)isothiazol-5-yl]-L- 
leucinamide 


[M+l]"^ 


"Nr^-.^rvftnnmf»thvn-TSJ"- / '^-mpthvl-4.-r4-^l - 

Xri ^W'jr CUiOlllCLlJ jf ly 1^ ^ lllCLllj^l^T— J_*T— ^i— 

tri tyl- 1 H-iinidazol-5-yl)phenyl]isothia2ol-5- 
yl } -L-leucinamide 


MS f+ESn 651 2 rM+ll"'' 


-(cyanomethyl)-N^- { 4-[4-(lH-imida2ol- 
5-yl)phenyl]-3-methylisothiazol-5-yl } -L- 
leucinamide 


MS (+ESD 409.3 [M+lf 
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N^-(cyanoniethyl)"-N^-{3-methyl-4-[4-(l- 
trityHH-iinidazol-2-yl)phenyl]isothia2ol-5- 
yi /-Ju-ieucinarnjae 


MS (+ESD 651.2 [M+l]-" 


N'-(cyanornethyl)-N^-[4-(4-hydroxyphenyl)- 
3-methylisothiazol-5-yl]-L-leucinamide 


- MS(+ESI) 359.0 [M+IJ-^ 


JN -tcyanometnyl)-N -{3-methyl-4-[4-(l- 
oxidopyridinr4-yl)phenyl]isothia2ol-5-yl } - 
L-leuci hcimide 


MS (+ESI) 436.1 [M+1]* 


. 2-{ [4 -(aminomethyl)-! ,1 -bjphenyl-4- 
yI]thio } -N-(cyanoinethyl)-4- 
methylpentanami de 


MS (+ESI): 368.2 
[M+ir , 


2-(l ,1 -biphenyl-4-ylthio)"N-(cyanomethyl)- 
4-methylpentananiide 


MS (+APCI): 339.3 
[M+l]* 


N-(cyanomethyI)-2-{ [4 -(hydroxymethyl)- 
1 J -biphenyI-4-yl]thio }-4- 
Ineth ylpen tan ami de 


MS (+APC]): 369.0 
[M+ir 


N-(cyanomethyl)-4-methyl-2-[(4-piperidin- 
1 -yl- 1 , 1 -biphen vl-4-Yl')thio]pentanamide 


MS (+APCI): 422.2 
[M+ir 


-^-u4 -L(Denzyiamino)methylJ-l,l -biphenyl- 
4-yl } thio)-N-(cyanomethyI)-4- 
nieth vipentan ami de 


MS (+APCI): 458.3 
[M+lf 


iN-(cyanomethyl)-2-({4 - 
[(cyclopropylaniino)methyl]-l,l -biphenyl- 
4-yI } thio)-4-methyIpentanamide 


MS (+APCI): 408,4 
[M+l]* . 


iN-^cyanometnyl)-4-metnyl-2-[(4 -{ [(1- 
methylpiperidin-4-yl)amiTio]methyl } - 1 , 1 
biphenyI-4-yl)thiolpentanamide 


MS (+APCI): 465.3 
[M+ir 


N- f c vanometh vl V2- r M - 
[(dicyclobutylainino)methyl]-l , 1 -biphenyl- 
4-yl } thio)-4-methyJpentanan]ide 


[M+lf 


N-(cyanomethyl)-2-({4- 
[(dicyclopenty] amino)methyl]- 1 , 1 -biphenyl- 
4-y] }thio)-4-methyJpentanamide 


MS (+APCI): 504.3 
[M+l]"- 
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N-(cyanomethyl)-2-({ 4 - 
4-yl }thio)-4-methylpentananiide 


MS (+APCI): 436.3 

I^IYl-rlJ 


IN -^cyanoiiicijiyi y-^-ineinyi--«i/-ti^^-pipcraziTi* 

l-ylphenyl)thio]pentanamide 


IVlo v^+^jnix L^Iy. /.i 

[M+l]"" 


N-(cyanomethyl>2-[(3',5-difluoro-l,l- 
oipnenyi-H—yi jtnioj -^-meinyipeii lan anuae 


MS (-ESI): 373.3 [M-l]" 


2-{ [4-(5-chlorothien-2-y])phenyl]thio } -N- 
(cy anoniethyl)-4-inethylpcxi tan aim dc 


MS (-ESI): 376.9 [M-l]' 


N-(cyanomethyl)-4-methyl-2-{ [4 - 
^iniiuor ometnyi ^- 1 , i - Dipnenyj 
yI]thio }pentananiide 


MS (-ESI): 405.3 [M-l]" 


iN-^cyanoincLnyi j-H-iijeLnyi--^-[^v.-^ -meinyj- 
1,1 -biphenyl-4-yl)thio]pentanamide 




IN -^^cyaiiomcLnyi ^-'4--meLnyi-Zr-L^H--quiiioiin-D- 
ylphenyl)thio]pentanairdde 


ir 


z-| L4-i^A-Dcnzotuien-:5-yj jpnenyijinioj-iN- 
(cyanomethyl)-4-methylpentanamide 


ivio ^-AJri^ij. ^y^.:> lJVI- 

1]* 


IN -^cyanomeinyi ^-^-rneinyi-z- Li^'4--quinoiin-o- 
ylphenyI)thio]pentanamide 


IVlo ^-AJrL^l^. OOo.O [JVl- 

13" 


2-[(4 -cyano- 1 , 1 -biphenyl-4-yl)thio]-N- 
(cyanomcthyl)-4--niethylpentananiide 


MS (-APCI): 362.2 [M- 
IJ 


N-'(cyanomethy])-4-methy]-2"{ [4-(lH- 
pyrazol-3-yl)phenyl]thio jpentanamide 


MS (-ESI): 327.1 [M-l]" 


N-(cyanomethyl)-2-[(5 -fluoro-2-methoxy- 
1,1 -Dipncnyi-'+-yi^truoj-*i-- 
methylpentanami de 


MS (-ESI): 385.1 [M-l]" 


2- { [4-(l -benzothien-7-yl)phenyl]thio }-N- 

( r'VflTiOTnptVi\/l'^-id.-rn<*tVi\/lTi^TitaTiarniH<* 

y CLi k\JXl 1& Ll 1 i J J.liW Ll I jr 1 1^ wl 1 LcU 1 CUX JUL u& 


MS (-ESD: 392.9 [M-1]' 


N-(cyanomethyl)-4-inethyI-2-[(4-quinolin-6- 
ylphenyl)thio]pcntanamide 


MS (-ESI): 388.1 [M-l]' 


N-(cyanomethyl)-2-[(3 -fluoro-4-piperazin- 
1 -yl- 1 , 1 -biphenyl-4-yl)thio]-4- 
methylpentanamide 


MS (+ESI): 441.4 
[M+lf 
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N-(cyanomethyl)-2-{[4-(4-ethylpiperazin-l 
yl)- 1 , 1 -biphenyI-4-y 1 j t h i o } -4- 
methylpentanam i dc 


MS (+ESr): 451.3 


N-(cyanomethyl>2-[(3 -ethyI-4 -pi pcrazni- 1 - 
yl-1,1 -biphenyl-4-yl)ihioJ^- 
methvlpentanami dc 


MS (+ESI): 451.3 
. [M+1]-^ 


N-(cyanomefliyl)-4-methyI-2-[(4- { 2-[(4- 
propylpiperazin-l-yl)carbonyl]^lU-indol-5- 
yl }pheny])thio]pentanamide 


MS (+APCI): 532.3 
[M+1]* 


N-(cyanoinethyl)-4-methyI-2-[(4- { 2-[(4- 
methylpiperazin- 1 -yl)carbony]]- 1 H-indol-5- 
yl }phenv])thio]pentanainide 


MS (+ESI): 504.4 
[M+l]-" 


N"(cyanomethyl)-4-methyl-2-({4-[2- 
(piperazin-l-ylcarbonyl)-lH-indol-5- 
yljphenyl }thio)pentanamide 


MS (+ESI): 490.3 
. [M+lf 


N-(cyanomethyl)-2-{ [4'-(4- 
methoxypiperidin-4-y])- 1 , 1 ~bi phenyl-4- 
yI] thio } -4-methylpentanamide 


MS (+ESI): 420.3 
[M+l]-" 


N-(cyanomethyl)"4-methyl-2' { [4-(2- 
piperazin-l-ylpyrimidin-5- 
yl)phenyl]thio jpentanamide 


: MS (+ESI): 425.6 
[M+lf 


N-(cyanometh j^])-4-methyl-2- { [4 -piperazin- 
l-yl-2-(trifluoromethyl)-l,l -biphenyl-4- 
yl] thio } pentananiide 


MS (+ESI): 491.2 
[M+l]* 


N^-(cyanomethyl)-N^-[4-(2-piperazin-l- - 
ylpyrirrddin-5-y])isothiazo]-.3-yl]-L- 
leucinamide 


MS (+ESI): 415.1 
[M+1]* 


i>i -*.v-yanoiiieuiyij-iN -(4-[4-pipera2in-l-yl- 
2-(trifluoromethyl)phenyl]isothiazol-3-yl } - 
L-leucinamide 


MS (+ESI): 481.2 
[M+1]^ 


N-(cyaiiomethyl)-l-{[4-(4-ethylpiperazin-l- 
yl)-l,l'-biphenyl-4- 
y]]thio } cyclohexanecarboxamide 


MS (+ESI): 463.2 

cM+ir 
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N-(cyanomethyl)-2-({ 4'- 
r f c vcl onen tvl amino^meth vll - 1 1 -binhen vl - 
4-yl }thio)-4-methylpentanaiiiide 


MS (+APCI): 436.3 

j,xvx-rj.j 


pv^^tinTneth metli 4- Dinera^in- 

l-ylphenyl)thio]pentanaimde 


MS C+APCD- 347 1 


N-(cyanomethyl)-2-[(3',5'-difluoro-l ,1 - 

ViinViPTi vl -4— vl\fHi o1-4— mptVivlnpntflnyiTni Hp 

WX Jj^ilwll jrX"T jrx yXllX\-rJ^T^XXXwlJljfX|^t/lJLcllI<llXJU.U-w 


MS (-ESI): 373.3 [M-l]" 


2-{ [4-(5-chlorothien-2-yl)phenyl]thio } -N- 

\\^yCLlA\JI.XX\^Uxyi y l XlXWLIljrX}J&Xlt.ClllCIXXXXVX^ 


MS (-ESD: 376.9 [M-l]" 


N-(cyanomethyl)-4-methyl-2-{ [4 - 
ftrifluornmethvl VI l'-bi'DheTivl-4- 

y U.XXX LXv/X VyXX4wl.l 1 Y X^X L/XL/JllwXl VX 1 

yl]thio Ipentanamide 


1^ (-ESI): 405.3 [M-1]" 


N-rcvanometh vl V4-TTieth vl-^-f^S -rneth vl- 
1,1 -biphenyl-4-yl)thio]pentanamide 


MS ^-ESD• 351 6 FM-IT 


N-f cvanometbvl V4-methvl-'^-r^^ 4-01111101111-5- 
ylphenyl)thio]pentan amide 


MS f-APCr>- 388 3 nVT- 

XV XkJ y X^X V^'X J, ^ ^xvx 

ir 


2-1 r4-n -ben7othien-'^-vl^nhenvllthinl-M- 
(cyanomethyl)-4-inethylpentanamide 


MS f-APCD- 393 3 FM- 

ir 


r van nm etb vl V4-rn et h vl -9,- F r4-aiii n nl i n - R~ 

x^ \\^ycnx\jxxx\^^xiyxj • xia^liivx LV ' M ixxiiwxxij *j 

ylphenyl)thio]pentanamide 


MS f-APCD- 388 3 FM- 

ir 


2-[(4 -cyano- 1, 1 '-biphenyl-4-yl)thio]-N- 

( pvaiiOTTiPtbv1'\-4.-rnptbvl'nPTita*narniHp 

J' d-llV/XXX^Lll jr ly " 111\^L11 jrX|^^JlLaii£UXXlUwr 


MS (-APCI): 362.2 EM- 
IT 


N-(cyanomethy])-4-methyl-2-{[4-(lH- 
TivraT'ol'-'^'-vl ^ribftri vlltViio 1 riftTitaTiflTiriidft 

^j'xci^v^x -J j^^ J y [^iiwii jrx J Liix\_F J i^^iiLcmctixxivi'W 


MS (-ESI): 327.1 [M-l]' 


N-(cyanomethyl)-2- [(5 -fluoro-2 -methoxy- 
1 1 -bi nh en vl -4- vl Vhi ol-4- 
methylpentanainide 


MS (-ESI): 385.1 [M-l]" 


2- { [4-(l -benzothien-7-yl)phenyI]thio }-N- 
(cyanoniethyl)-4-inethylpentan amide 


MS (-ESI): 392.9 [M-l]' 


N-(cyanomethyl)-4-methyl-2-[(4-quinolin-6- 
ylphenyl)thio]pcntanamide 


MS (-ESI): 388.1 [M-1]" 


N-(cyanomethyl)-2-[(3-fluoro-4'-piperazin- 
1-yM , 1 -biphenyl-4-yl)thio]-4- 
methylpentanamide 


MS (+ESI): 441.4 
[M+lf 
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JN-(cyanomethy])^2'{ [4 -(4-ethy]piperazin-l 
yl>l,l -biphenyl-4-yl]thio }-4- 
methylpentanami dc 


MS (+ESI): 451.3 
[M+1]* 


N-(cyanoniethy])-2-[(3 -ethyI-4 -piperazin- i ■ 
yl-1,1 -biphenyl-4-yI)ih!oJ-4- 
methylpentanamidc 


MS (+ESI): 451.3 
[M+1]* 


N-(cyanoine*yI)-4-methyl-2'[(4- { 2-[(4- 
propyl|)iperazin-l-yl)carbonyI]-lI-l-indoI-5- 
yl }phenyl)thio]pentan;imide 


MS (+APCI): 532.3 
[M+1]"^ 


N-(cyanoinethyl)-4-methyl-2-i(4- { 2-[(4- 
niethylpiperazin-l-yl)carbonyl].lH-indol-5- 
yl }phenyl)thio]pentanamide 


MS (+ESI): 504.4 . 
' ' . ■ [M+l]-" 


N-(cyanomethyl)-4-methyl-2-( { 4- [2- 
(piperazin-l -ylcarbonyl)- lH-indoI-5- 
y] jphenyl }thio)pentanamide 


MS (+ESI): 490.3 
[M+1]-' 


N-(cyanomethyl)-2-{ [4.-(4- 
methoxypiperidin-4-yl)- 1 , 1 -biphenyl-4- 
yl]thio}-4-methylpentanamide 


MS (+ESI): 420.3 
[M+l]-" 


N-(Gyanomethyl)-4-Tnethyl-2- { [4-(2- 
; piperazin-l-ylpyrimidin-5- 
yl)phenyI]thio }pentanamide 


MS (+ESI): 425.6 
•[M+]]-' 


N-(cyanomethyI)-4-methyl-2- { [4 -piperazin- 
1 -yl-2 '-(trifluoromethyl)- 1 , 1 -biphenyM- . 
yl]thio } pentanamide 


MS (+ESI): 491.2 
[M+1]-^ 


N' -(cyan6methyl)-N^-[4-(2-pipera2in- 1 - 
y]pyrimidin-5-y])isothiazo]-3-y]]-L- 
leucinamide 


MS (+ESI): 415.1 
- [M+ir 


'■^ v^ip^jTiunjijuciiiyi^-iN -\«t-[_H~piperazin-l-yi- 
2-(trifluoromethyl)phenyl]isothiazol-3-yl } - 
L-leucinamide 


MS (+ESI): 481.2 
[M+1]-^ 


N-(cyanomethyl)-l- { [4 -(4-ethylpiperazin- 1 - 
yl)-l,l-biphenyl-4- 
yl]thio } cyclohexanecarboxamide 


MS (+ESI): 463.2 
[M+ir 
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dimethylpiperazin-: 1 -yl)- 1 , 1 -biphenyl-4- 

yijLlLlKJJ » lliV^Uil jrX|^(i>il LClilclJLl Jul X-LU' 


MS f+ESTV 451 2 
[M+l]-" 


N-(cyanomethyl)-2-( { 4-[5-(2-hydroxyethyl)- 
4-methyl- 1 ,3-thiazol-2-yl]phenyl } thio)-4- 

iiii? Li 1 y 1 1 Lai 1 oiiii U.C 


MS (+ESI): 404.5 
[M+1]* 


-(cyanomethyl)-N^- { 4- [4-( 1 ,4-diazepan- 
1 -yl)phenyl] isothi azol-3-yl } -L-leucinamide 


MS (+ESI): 427.2 
[M+ir 


ISJ' /'/^\/5mnTVi<atVi'v/l^ "M"^ /A PA /"^ ^ 

dimethylpiperazin-l-yl)phenyl]isothiazol-3- 
yl } -L-leucinamide 


[M+l]"" 


-(cyanomethyl)-N^- { 4-[4-(N,N- 
Liiiiic in yijgiyuyi ^piiciiyijij>uunLiaZiUi-"«?*"yi /~j-<"* 
leucinamide 


MS (+ESI): 414.4 

LivxT^x J 


N^-(cyanomethyl)-N^-(4~{4-[(2,6- 

ui ineL n y ipi p eri uin- 1 - 
yl)acetyl]phenyl } isothiazol-3-yl)-L- 
leucinamide 


MS (+ESI): 482.3 


IN -^cyanorncinyj^-iN ^iN^N- 
dimethylglycyOphenylJ-S-methylisothiazol- 

^ yi ICUt'inalllitlC 


[M+l]" 


N--{4-[4-(l-amino-l- 
methy lethy ] )phenyl] i sothi azol-S-yl } -N ^ - 
(cyanomethyl)-L-leucinamide 


MS (+ESD: 386.2 
[M+l]"" 


IN -|_*T'"^*T"'ciucLyipiidiyi ^-o~iiiCLiiyiioiJLiii£LLiL>i- 

5-yI]-N'-(cyanoraethyl)-L-leucinainide 


[M+ir 


N--(4-{4-[(tert- 

uliLyidixiiiiu ^ou.iit)iiyijpnciiyi / ^ 
methylisothiazol-5-yl)-N^-(cyanomethyl)-L- 
leucinamide 


MS (+ESD: 478.3 

rN/r-uiT*" 
tjyxTi J 


N'-(cyanoinethyl)-N^-{3-methyl-4-[4- 
(piperazin- 1 -ylsulf onyl)phenyl]isothia2ol-5- 
yl } -L-leucinamide 


MS (+ESD: 491.3 
[M+ir 
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IN -^cyd.noiiieLnyi^-iN j)-metnyJ-'4-l4- 
(methylsulf onyl)pheny]]isothiazol-5-y] } -L- 
leucinamide 


MS (+ESI): 421.5 
[M+1]* 


IS ^tH--L^-^ajxiinosuiionyljpn6nyiJ-J- . 
methylisothiazol-5-yl } -N'-(cyanomethyl)-.L- 
leucinaimde 


MS (+ESI): 422.4 
[M+ir 


N^-(cyanoi?aethyl)-N--[4-(2-fluoro-4- 
piperazin"l-yiphenyl)-3-methylisothiazol-5- 
yij-i--ieucinaniiae 


MS (+ESD; 445.1 
[M+lf 


2"[(4-acetyl-l,l'-biphenyl-4-yl)thio]-N- 
(cyanomethyl)-4-methylpentanainicIe 


MS (-AiPCI): 379.2 [M- 

ir 


IN -(^cyanomeinyi i -metnylcyclopropyl)- 
2-[(4 -piperazin-l-yH,r-biphenyM- . 
yl)thio]propanamide 


MS (+ESI): 435.2 
[M+ir 


IN -(^cyanometnyl)-JN -[4-(j5-iiuoro^4- 
piperazin- 1 -ylphenyl)thien-3-yl]-L- 
leucinamide 


. MS (+ESI): 430.1 
tM+lf. 


IN -^cyanometnylj-JN -|4-[3- 
(hydroxymethyl)phenyl]thien-3-yl } -L- 
leucinamide 


MS (+ESI): 358.5 
[M+lf 


JN ~tz-orpmo-4-{3- 
[(dimethy]ainino)methy]]phenyl}thien-3-yl)- 
-(cyanomethyO-L-leucinainide 


MS (+ESI): 463.0, 465.1 
[M+1]-^ 


IN -^cyanometnyl)-JN -(4-{3- 
[(dimethylamino)methyl]phenyl}thien-3-yl)- 
L-Ieucinamide 


MS C+ESI): 385.5 
[M+l]* , 


IN - ^cy an ome inyi J-IN . - j 4- ^iliioro-4- 
(hydroxymethyl)phenyl]'thien-3-yl}-Iu- 
leucinamide 


MS (+ESI): 376.4 
[M+l]^ 358.3 [M-OH]-" 


N^-(cyanomethyl)-N^-{4-[4-(4- 
hydroxypiperidin-4-yl)phenyl]thien-3-yl}-L- 
leucinamide 


MS (+ESI): 427.4 
[M+1]*, 409.5 [M-OH]-^ 


-(cyan omethyl)-N^-(4- { 4- 
[(dimethylaniino)methyI]-3- 


MS (+ESI): 403.4 
- [M+ir 



"133- 



wo 02/069901 



PCT/US02/06533 



fluorophenyl } thien-3-yl)-L-leucinainidc 




4-(4-{4-[l-(Cyanomethyl-carbamoyI)-3- 
methyl -butyl ami n o] - thi oph en -3 -yl } -2- 
fluoro-benzyI)-piperazine- 1 -carboxylic acid 
terL-Duiyi esier 


MS (+ESI): 544.1 
j.M+1 J 


N^-(cyanomethyl)-N^-{4-[3-fluoro-4- 
(piperazin- 1 -ylmethyl)phenyI]thien-3-yl } -L- 
leucinamiae 


MS (+ESI): 444.4 
[M+l]* 


-(cyanomethyl)-N^- { 4-[4-(pyrrolidin- 1 - 
ylmethyl)phenyl]thien-3-yl } -L-leucinamide 


MS (+ESI): 411.7 
[M+1]"*" 


i\ -^cyanometriyi)-iN -[3-metnyi-4-(4- 
piperazin- 1 -ylphenyl)isothiazol-5-yl]-L- 
leucinamide 


[M+1]"^ 


N^-(cyanomethyl)-N^-{4-[4-(4- 
isopropylpiperazin- 1 -yl)pheiiyl]-3- 
methyli sothi azol-5 -yl } -L-leucinamide 


MS (+ESI): 469.3 

rA/r_i_iT*" 
[JVH-lj 


6-{5-[l-(Cyanomethyl-carbamoyl)-3- 
methyl -butyl amino] -3 -methyl-isothi azol-4- 
yl}-napthalene-2-carboxylic acid methyl 
ester 


MS(+ESI): 451.3 
[JVL+IJ 


IN -(cyanometnyl)-iN -(j5-metnyi-4-{4-[4- 

(2,2,2-trifluoroethyl)piperazin-l- 
yl]phenyl)isothiazol-5-yl)-L-leucinaraide 


[M+l]"" 


iN -(cyanometnyl)-iN -{3-metnyl-4-[4-(4- 
propylpiperazin-l-yl)phenyl]isothiazol-5- 
yl } -L-leucinamide 


Mb (+lic>lj: 4oy,3 
[M+l]*" 


IN - 1 H— d^ciy ipipcxaziii- A -yi ^pneiiyij -o- 
methylisothiazol-5-yl } -N^-(cyanomethyl)-L- 
leucinamide 


[M+1]* 


N^-(cyanomethyl)-N^-(3-methyl-4-{4-[4- 

(methylsulfonyl)piperazin-l- 
yl]phenyl}isothiazol-5-yl)-L-leucinamide 


MS (+ESI): 505.1 
[M+ir 
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JN 1 4- L4-(4-tert-buty]piperazin- 1 - 
yl)phenyl]-3'methylisothiazol-5-yl } -N^ - 
(cyanomethyl)-L-leucinamide 


MS (+ESI): 483.3 
[M+1]*, 427.3 [M - 1- 
Bu]+ 


-Ccyanometnyj)-N -(4-{4-[(lS,4S)-2,5- 
diazabicyclo[2.2.1]hept-2-yl]phenyl}-3- 
methylisothiazol-5-yl)-L-leucinaraide 


MS (+ESI): 439.3 
[M+lf 


N -(cy?Hiomcthyl)-N -{4-[6* 
(hydroxymethyl)-2-naphthyJ]-3" 
methylisothiazol-5-yl } -L-leucinamide 


MS C+ESI): 423.1 
[M+IJ* 


JN '-(cyanometliyl)-N -(4-{4-[4-(2' 
hydroxyethyI)piperazin-l-ylJpheny]}-3- 
methylisbthiazol-5-yl)-L-leucinaniide 


MS (+ESI): 471.2 
[M+ir 


In •:(cyanomethyl)-N ^{4-[4-(4- 
cyclopropyIpiperazin-l-yl)phenyl]-3- 
methylisothiazol-5-yl } -L-Ieucinamide 


MS (+ESI): 467.2 
[M+l]"" , 


N^-(cyanomethyI)-N"-(4-{4-[4-(2- 
methoxyethyl)piperazin-l-yl]phienyl}-3- 
methylisothiazol-5-yl)-L-leucinamide 


MS (+ESI): 485.2 
[M+ir 


In -(cyanomethyl)-N (4-{4~[4-(2- 
fluoroethyl)piperazin- 1 'yl]phenyl } -3- 
methyl i sothi azol-5-y] )-L-leucinamide 


MS (+ESI): 473.2 
[M+1]-" 


N -(cyanomethyl)-N -(4-{6- 
[(dimethylamino)methy]]-2-naphthyl } -3- 
methyli sothi azol-5-yl)-L-leucinamide 


MS (+ESI): 450.2 
[M+lJ* 


JN -(cyanomethyi)-N -{3-methyl-4^[6- 
(pyrrolidin- 1 -ylmethyl)-2- 
naphthy]]isothiazol'5-yl } -L-leucinamide 


MS (+ESI): 476.1 

[M+ir 


N^*fcvanomethvU-M^-^4-/d*rj. (0 

hydroxypropyl)piperazin-l-yl]phenyl}-3- 
methyIisothiazoI-5-vIVI^leucinamide 


JVlo Q+JiM^: 4o5.1 
[M+1]-^ 


N'-(cyanomethyl>N^-(4-{4-[4-(2-hydroxy- 
2-methy]propyl)piperazin- 1 -yl]phenyl } -3- 
methylisothiazol-5-yl)-L-leucinainide 


MS (+ESI): 499.1 
[M+1]* 
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N^-(4-{4-[4-(2-anilino-2- 
oxoeth vnoiDerazin- 1 -vllDhenvl 1-3- 
methylisothiazol-5-yl)-N^-(cyanomethyl)-L- 
leucinairdde 


MS (+ESI): 560.2 
rM+lT*" 

LX YJ.^ X J 


N^-(4- { 4-[4-(2-amino-2-oxoethyl)piperazin- 
1 -yl]phenyl } -3-methylisothiazol-5-yl)-N^ - 
( cvanonnethvl VL-leucinamide 


MS (+ESD: 484.1 
[M+1]* 


N-(cyanomethyl)-4-inethyl-2-[(4-piperazin- 
1 -vlbenzvDthioloentanamide 


MS (+ESI) 361.2 
[M+13+ 


N-(cyanomethyl)-4-methyl-2-{ [(4'- 
piperazin- 1 -yl- 1 , 1 -biphenyl-4- 
vl'^niethvllthio InentanaiTiide 


MS (-ESI) 435.1 [M-1]- 


N-(cyanomethyl)-2-{[4'(lH-iinidazol-4- 
yl)phenyl]thio } -4-methylpentanamide 


MS (+APCI) 329.3 
[M+l]+ 


('2RVN-CcvanomethvlV4-methvl-'>-rf4 - 
piperazin-l-yl-1 , 1 -biphenyl-4- 
y 1 ) thi o] p en tan ami dc 


MS r-ESD 421 1 fM-ll- 


(2S)-N-(cyanomethyl)-4-methyl-2-[(4- 
piperazin- 1 -yl- 1 , 1 -biphenyl-4- 
vl ^ th i o 1 nent an ami de 


MS (-ESI) 421.1 [M-1]- 


N-(cyanomethyl)-l-[(4 ~piperazin-l~yl-l, 1 - 
biphenyl-4-yl)thio]cyclohexanecarboxamide 


MS (-ESI) 433.5 [M-1]- 


N-rcvanomethvn-4-methvl-2-rC4 r2- 
(trimethylsilyl)ethyl] sulf onyl } - 1 , 1 - 
biphenyl-4-yl)thio]pentanamide 


MS f-ESD 501 1 fM-ll- 


-f cvanometh vlVN^- f 3-meth vl-4- r4-f 4- 
methylmorpholin-2-yl)phenyl]isothiazol-5- 
vl l-L-leucin amide 

T X 1 < ■/ X l^WXXX^XXXXXlpt^r 


MS f+ESD- 442 5 
[M+1]* 


N'-(cyanomethyl)-N--[3-methyl-4-(4- 
morphoIin-4-ylphenyl)isothiazol-5-yl]-L- 
leucinamide 


MS (+ESI): 428.1 

[M+13* 


l-(5-bromo-2-chlorophenyl)-N- 
(cyanomethyl)piperidine-2-carboxamide 


MS (+ESI): 357.9 
[M+1]* 


1 -(3-bromo-4-chlorophenyl)-N- 


MS (+ESI): 357.9 
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(cyanomethy])piperidine-2-carboxainide 


[M+IJ* 


i-^^^-cnioro*-!,! -Dipnenyl-3-yl)-N- 
(cyanomethyl)piperidine-2-carboxamide 


MS (+ESI): 354.1 
[M+1]* 


(4S)-l-(2'Chlorophenyl)-N-(cyanoniethyl)- 
4-methyl-L-prolinami de 


MS (+APCr): 278.0 


N^-(cyanomethyl)-N^-(4-phenylthien-3-yl> 
L-]eucinamide 


MS (-ESI): 326.0 [M-l]- 


JN -(l-cyanocyclopropyl)-N '*[4-(4- 
piperazin-l-ylphenyl)thien-3-yl]-L- 
leucin amide 


MS (-APCI): 436.4 [M- 


JN '(cyanometnyl)-N -[l-methyl-4-(4- 
piperazin-l-ylphenyl)-lH>pyrazol-3- 
yl] 1 eucin amide 


MS (-ESI): 408.4 [M-1]- 


N^-(cyanomethyl)-N^-[3-methyl-4-(4- 
piperazin- 1 -ylphenyOisothiazoI-S- 
ylJleucinamide 


MS (+ESI): 
42S.0[M+1]+ 


N^-(cyanomethyl)-N^-f4-.(4-piperazin-l- . 
yipnenyl)- 1 ,2,5-oxadiazol-3-yl]leucinaimde 


MS (+APC]): 455.2 
[M+l]+ 


N'-(cyanomethyl)-N^-t4-(4-piperazin-l- . 
y]pheny])^lH-pyra2o]-3-y]]leucinaaiiide 


MS (+ESI): 398.4 
[M+l]+ 


JN -(cyanoiTiethyj)-N •r3-inethyl'4-(4- 
piperazin-l-ylphenyl)isoxazol-5- 
yijieucinamide 


MS (-ESI): 409.7 [M-1]- 


2-{ [4-(4-ch]oropheny])"l ,23-thjadiazol-5- 
yl]thio } -N-(cyanoinethyl)-4- 
me th ylpen tan anii de 


MS (+APCI): 381.0 
[M+l]+ 


N-(cyanomethy])-4-jmethyI'-2-[(3-methyl-l- 

ohcn vl - 1 H-D Vrazol ~ S vl "^t h -f nl npn t f^ ri 54 rn i /i 


MS (+ESI): 343.2 . 
IM+1.I+ 


2-[(4-bromo-3-methyl-l-pheny]-lH-pyrazo]- 
5-y])thio]-N-(cyanomethyl)-4- 
methylpentanamide 


MS (+APCI); 422.8 
[M+1J+ 


(4S)-l-(6-chloro-4-piperazin-l-yl-l,l - 
biphenyI-3-y])-N-(cvanomethyI)-4-methyl- 


MS (-APCI): 436.2 [M- 
1]- 
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L-prolinamide 




l-(3-bromophenyl)-N-(cyanomethyl)-D- 


MS (-APCI): 306.1 [M- 


prolin amide 


11- 


(4S> 1 -(4-chloro-4 -piperazin- 1 -yl- 1 , 1 - ' 


MS (-APCD: 436.2 [M- 


biphenyl-3-yl)-N-(cyanomethyl)-4-inethyl- 


1]- 


L-prolinamide 




N-(cyanoinethyl)- 1 -(4 -piperazin- 1 -yl- 1,1- 


MS (-APCI): 340.0.2 


biphenyl-3-yl)-D-prolinainide 


[M-1]- 


l-(5-bromo-2-chlorophenyl)-N- 


MS (-APCI): 340.0.2 


(cyanomethyl)-D-prolinaniide 


[M-ll- 


l-(3-bromo-4-chlorophenyl)-N- 


MS (-APCI): 340.0.2 


(cyanomethyl)-D-prolinarnide 


[M-ll- 


(4S)-l-[4-chloro-4-0iydroxymethyl)-U- 


MS (-ESI): 382.0 0^1-1]- 


biphenyl-3-yl]-N-(cyanomethyl)-4-methyl- 




. L-prolinamide 




(4S)-l-(2-chloro-l,l-biphenyl-3-yl)-N- 


MS (-ESI): 352.0 [M-1]- 


(cyanomethy])-4-methy]-L-pr6linamide 




(4S)-l-{4-chloro-4'- 


MS(+ESI): 411.1 


rfdimethvlamino^methvll-l 1 -biDhenvl-3- 


[M+l]+ 


yl } -N-(cyanomethyl)-4-methyl-L- 




prolinamide 




N^-fcvanomethvlVN^-r5-methvl-4-f4- 


MS f+APCD* 411 4 


pipera2in-l-ylphenyl)isoxazol-3- 


[M+l]"" 


yl]leucinamide 




-(cyanomethyl)-N^-(4-{ 4- 


MS (+APCI): 371.2 


[(methyl amino)methyl]phenyl } thien-3-yl)- 


[M+1]"*" 


L-leucinamide 




N^.(4_{4.[(tert- 


MS (+ESI): 413.3 


butylamino)methyl]phenyl}thien-3-yl>N*- 


[M+1]'' 


(cyaiiomethyl)-L-leucinamide 




N^-(cyanomethyl)-N2-[4-(4-{ [(2,2,2- 


MS (+ESI): 439.2 


tiifluoroethyl)amino]methyl}phenyl)thien-3- 


[M+l]"" 


yl]-L-leucinainide 
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/'r"l/OVi/-v-rV^/af Inx/l \ "N.t2 /yf (A ri 

IN "vcyanoitietnyij-JN *(4-{4-[l- 
(methylainino)ethyl3phenyl } thien-3-yl)i- 
leucinamide 


MS (+ESI): 385.3 
[M+ir 


IN -vcyanometnyJ)-JSl -(4-{4- 
[(isopropylamino)methyl]phenyl}thien-3- 

Yl)-L-leucinamide 


MS (+ESI): 400.2 


JN -(^cyanomemyl)-N -[4-(4- 
{ [(cyclopropylmethyl)amino]niethyl)phenyl 
)thien-3-y]]-L-leucinamide 


MS (+ESI): 411.5 
IM+ir 


IN -(,cyanoinetnyl}-N -(4-{4-[l-^ 
(isopropylaniino)ethyI]phenyI}thien-3-yI)-L- 
leucinamide 


MS (-APCI): 411.5 [M- 
1]- 


iN -i^cyanojiietnyl}-JN -L4-(4-{[(2S)-2- 
(hydroxymethyl)pyrrolidin- 1 - 
yljmethyl }phenyl)thien-3-vll-L-leucinamide 


MS (+ESI): 441.4 
[M+l]-" 


IN -(,cyanometliyJ)-N -L4-(4-{[(3-pyrrolidin- 
l-ylpropyl)amino]methyl}phenyl)thien--3- 
yl] -L-Ieucinamide 


MS (+ESI): 468.3 
. [M+ir 


JN -(cyanoinethyl)-N -{4-[4-(lH«imidazol- 
l-ylmethyl)phenyl]thien-3-yl } «L- 
leucinamide 


MS (+ESI): 408.2 
[M+l]-" 


N^-(cyanomethyl)-N^-{4-[6-(4- 
memyipiperazin-l~yl)pyndin-3-yl]thien-3- 

yl } -L-leucinamide 


MS (+ESI): 427.4. 
[M+l]+ 


N'-(cyanomethyl)-N^-[4-(6-piperazin- 1 - 
yipynain-j-yijtnien-3-ylj-JL-Ieucinanude 


MS (+ESI): 413.1 

nvr+i]* 


l-(4-chloro- 1 ,r-biphenyl-3-yl)-N- 
(cyaTiomethyl)-D-pr6linamide 


MS (+ESr): 340.1 
[M+l]+ 


(4S)-i-r4-chloro-4 -Cmethvlthio'k-l 1 V 

biphenyl-3-yl]-N-(cyanomethyI)-4-methyl- 
Lrprolinamide 


iVlo ^H-Hil;, 4UZ.U 

[M+l]+ 


(4S )- 1 - [4-chloro-4'-(inethylsulf onyl)-i , 1 
biphenyl-3-yl]-N-(cyanomethyl)-4-methyl- 
L-prolinamide 


MS (+ESI): 434.1 
[M+l]+ 



-139 - 



BNSDOCID: <WO___02069901A2_I_> 



wo 02/069901 



PCT/US02/06533 



N-(cyanomethyl)- l-(2-phenyl-l ,3-thia2ol-4- 
yl)-L-prolinamide 


MS (+ESI): 3133 
[M+l]"" 


(4S)-N-(cyanomethyl)-4-methyl-l-(2- 
phenyl-1 ,3-thiazol-4-yl)-L-prolinamide 


MS (+ESI): 327.3 
[M+1]* 


(2S)-N-(cyanomethyl)-4-inethyl-2-{ [4 -(1- 
piperazinyl)[l ,1 -biphenyl]-4- 
yl] amino } pentanamide 


MS f+ESI)- 406 9 
[M+lf 


(2S)-N-(cyanomethyl)-4-methyl-2-{[4-(l- 
piperazinyl)[l ,1 '-biphenyl]-3- 
yl] amino ) pentanamide 


MS (+ESI): 406.9 
[M+lf 


1 -(3Tbromoanilino)-N- 
(cyanomethyl)cyclohexanecarboxajnide 


MS (+ESD: 337 [M+l]+ 


(2S)-N-(cyanomethyl>4-methyl-2- { [4 -(1- 
piperazinyl)[l,l -biphenyl]-2- 
yl]amino}pentanamide 


MS f-ESI)- 404 5 FM-IT 


(2S)-N-(cyanomethyl)-4-methyl-2-({4-[2- 

(4-methyl-l-piperazinyl)-l,3-thiazol-4- 
yl] [ 1 , 1 -biphenyl]-3-yl } aniino)pentanaiiiide 


MS C+ESD- 503 3 


(2S)-N-(cyanomethyl)-4-methyl-2-({4-[2- 

(4-methyl- 1 -piperazinyl)- 1 ,3-thia2ol-4- 
yl] [ 1 , 1 -biphenyl]-2-yl } amino)pentanamide 


MS C+ESD- 503 3 

[M+ir 


N-Ccvanometh vl)-4-methvl-2-r \ 3-r4-n - 
piperazinyl)phenyl]-2- 
pyridinyl }oxy)pentanamide 


MS ^+ESD- 408 9 
[M+1]* ' 


(2S)-N-(cyanomethyl)-4-methyl"2-({5-[4- 
( 1 -pipera2inyl)phenyl]-2- 
pyridinyl } amino)pentanamide 


MS. (+ESI): 407.2 
FM+ll* 


2-([ 1 , 1 '-biphenyl]-4-ylmethoxy)-N- 
(cyanomethyl)-4-methylpentanamide 


MS (-APCI): 335.3 [M- 
1]" 


N--(cyanomethyl)-4-methyl-2-[(5-phenyl- 
4H- 1 ,2,4-triazol-3-yl)sulf anyl]pentanainide 


MS (-APCI): 328.2 EM- 
U- 


N-(cyanomethyl)-4-methyl-2- { [4 -(1- 
piperazinyl)[ 1 , 1 ~biphenyl]-4- 
yl]sulfonyl }pentanamide 


MS (+ESI): 455.2 
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N-CcvanomethvIV4-methv]-2-( r4'-fl- 
piperazinyl) [1,1 -biphenyl]-3- 
yl]sulfonyl jpentanamide 


MS C-fESD* 455 2 
[M+lf 


N-fcvaTiornethvn-4-methvl-2-/ r4 1- 
piperazinyl) [1,1 -biphenyl]-2- 
yl]sulfonyl }pentananiide 


MS f+APCD- 455 2 


piperazinyl) [1 , 1 -biphenyl] -3- 
yl]sulfanyl jpentanamide 


MS <'-APCr>- 421 2 TM- 

ir 


N-(cyanomethyl)-4'methyl-2-'{ [4 -(1- 
piperazinyl) [ 1 , 1 -biphenyl] -2r 
yl]sulfanyl jpentanamide 


MS (-APCI): 421.2 [M- 
1]' 


1 -[(2-bromopheny])sulfanyl]-N- 
(cyanomethyl)cyclohexanecarboxamide 


^H NMR(400 MHz, de 
acetone) d 7.96 (br, IH), 

1H), 7-31 (m, IH), 7.24 
(m, IH), 4.21 (m, 2H), 

2H), 1.70 (m, 2H), 1.42 


N-(cyanomethyl)-4-methyl-2-({5-[4'(l- 
piperazinyl)phenyl]-2- 
n vn Tn 1 1 11 vl 1 a TT1 i 11 r>^T^ftn t ri airn 1 Hp 


MS (-ESI): 406.4 [M-l]" 


2-[4-(4-bromophenyl)-l-piperazinyl]-N- 
(cyanomethyl)-4-methylpehtananiide 


MS (-ESI): 391.2 [M-l]' 


N-i^cvanomf^thvl V4.-mf*thvT-9-/ r4 -^1 - 

\\^ya.kk\jxxxsj\,\i.jxj "^^xxxy^^-xxyx ^wyr . 

piperazinyl)[l,l -biphenyl]-4- . 
yl]sulfanyl jpentanamide 


iVihj tiOX^- *T^±*/ |[J.VI.~±J 


N-(cyanomethyl)-l~ { [4'-( l-piperazinyl)[l , 1 - 
biphenyl]-3- 
yl]amino jcyclohexanecarboxamide 


MS f-ESIV 416.4 FM-IV 


l-[(3'bromopheny])sulfanyI]-N- 
(cyanomethyl)cyclohexanecarboxamide 


MS (+ESI) m/z 355 
(M+3, 85), 353 (M+l, 
100), 269 (85), 157 (90) 
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iNJ-fcvanoTnethvlVl -1 [4'-^ l-Dinerazinvl^ri 1 - 
biphenyl3-2- 

y]]sulfany]}cyclohexanecarbox;iniide 


MS f+APCL m^z 435 
(M+1, 40), 351 (100), 
318 (45) 


N-(cyanomethyl)-l-{ [4 -(l-pipera/inyl)f 1,1- 

Hi oh v7 1 - - 
L/JL^l 1 Cll X J - J - 

yl]sulfanyl }cyclohexanecarboxamide 


MS (+APCI) m/z 435 


triisopropylsilyl 4-[3 -( 1 - 
{ [(cyanomethyl)amino]carbonyl }-3- 

piperazinecarboxylate 


MS (-APCI): 605.6 [M- 
1]" 


triisopropylsilyl 4-[4 -( 1 - 

/ r^r'VftriOTTiPthvl^arniTiAlpj^rho'nvl l-'^- 
^ l^y^o y aiiwjLXxwLii Yi jcLiixxxxKj jK^ai i y * / — ' 

methylbutoxy)[l , 1 -biphenyl]-4-yl]- 1 - 
piperazinecarboxyl ate 


MS (-APCI): 605.6 EM- 
IT 
■••J 


biphenyI]-4- 
yl]aniino}cyclohexanecarboxamide 


MS C+ESTV 416 1 
[M+lj* 


piperazinyl) [ 1 , 1 -biphenyl]-3- 
yl] oxy } pentan ami de 


MS f-FSTV 405 3 FM-IV 


piperazinyl)[l ,1 -biphenyl]-4- 
y 1 ] ox y } pentan ami de 


MS f-FSTV 40S 3 FM-ll" 


N-(cyanomethyl)- 1 - { [4 -( 1 -piperazinyl)[ 1 , 1 - 
biphenyl]-2- 
yl]amino}cyclohexanecarboxamide 


MS (+APCI): 4IS.3 
[M+lf 


N-(cyanomethyl)-4-methyl-2-{ [4 -(1- 
piperazinyl)[l,l -biphenyl]-2- 
vllox V \ nentan ami 

yXJvyVy J L/wllLAilCXXJXXUw 


'HNMR (500 MHz, d6 
acetone.) d S.08-7.95 (br, 
IHV 7 52 fd 2H)- 7 35 
(d, IH); 7.25 (t, IH); 7.1- 
6.9 (m, 4H); 4.62-4.52 
(m, IH); 4.2 (br,2H); 
3.85 (br, IH); 3.2 (br, 
4H); 3.0 (br, 4H); 1.85- 
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■ ' ■ ' ■ .." . 


1.6 (m, 3H)- 0 88-0 73 
(iii,6H) 


N-(cyanomethyl)-4-methyl-2- { [4 -(1- 
piperazinyl)[l , 1 -biphenyl]-2- 
yljmethyl } pentanamJde 


MS (-ESI): 403.5 [M-1]- 


l-(3-bromophenyl)-N-(cyanomethyl)-2- 
piperidinecarboxaniide 


MS (+ESI) m/z 324 
(M+3, 100), 322 (M+1, 
90), 240 (20), 238 (20) 


iN-(cyanometnyi)-4-methyl-2-{ [4 -(1- 
piperazinyl)[l ,1 -biphenyl]-3- 
yl]niethyl }pentanamide 


MS (-ESI): 403.5 [M-1]" 


N-(cyanomcthyl)-4-methyl-2-{ [4 -(1- 
pipera2inyl)[ 1,1 -biphenyl]-4- 
yl]methyl } pentanamide 


MS (-ESI): 403.5 [M-l]" 


JN -(cyanomethyl)-l -[4 ~(1 -piperazmyl)[l , 1 - 
biphenyl]-3-yl]-2-piperidinecarboxainide 


MS (+APCI) m/z 404 
(M+1, 100), 320 (15)' 


(2S)-N-(cyanomethyl)-4-methyl-2-({2- 
methyI-3-oxo-5-[4-(l-piperazinyl)phenyl]- 
2,3-dihydro-4- 
pyridazinyl }amino)pentanaTBide 


MS (+APCI) m/z 438 
(M+1, 100), 163 (15) 


C2R,3b)- 1 -(3-bromophenyl)-N- 
(cyanomethyl)^3-methyl-2- 
piperidinecarboxamide 


MS (+APCI) m/z 338 
(M+3, 95), 336 (M+1, 
100), 254 (40) 


f2SVN-rcvanomethvlV4-mpthvl-9 {(l/LWi 
piperazinyl)[l,l '-biphenyl]-3- 
yl]methy] }amino)pentanamide 


[M+lj* 


(2S)-N-(cyanomethyl)-4-methyl-2-({[4-(l- 
piperazinyl)[ 1 , 1 ^-biphenyl] -4" 
yljmethyl } ainino)pentanamidc 


MS (+APCI): 420.3 
[M+l]-" 
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tert-butyl4-{3-[(l- 
{ [(cyanomethyl)amino]carbonyl }-3- 
methylbutoxy)methyl] [1,1 -biphenyl] -4-yl } - 
1 -piperazinecarboxylate 


MS (-ESI): 519.6 [M-1]' 


tert-butyl4.{4'-[(l- 
{ [(cyanomethyl)amino]carbonyl l-S- 
meth vlbutox v^methvll r 1 1 -biDhenvll-4-vl 1 - 
1-piperazinecarboxylate 


MS (-ESI): 519.6 [M-ip 


tert-butyl 4-{2 -[(1- 
{ [(cyanomethyl)amino]carbonyl }-3- 
methylbutoxy)methyl] [1,1 -biphenyl]-4-yl } - 
1 -piperazinecarboxylate 


MS (-ESI): 519.3 [M-1]' 


1 -[ 1 , 1 -biphenyl]-3-yl-N-(cyanoinethyl)-2- 
piperidinecarboxamide 


MS (+APCI) m/z 320 
(M+1, 100), 236 (25) 


N-(cyanomethyl)-l-[3-(2-naphthyl)phenyl]- 
2-piperidinecarboxamide 


MS (+APCI) nVz 370 
(M+l, 100), 286 (35) 


N-(cyanomethyl)-4-methyl-2- { [4 -(1 - 
pipera2inyl)[l , 1 -biphenyI]-2- 
yl]methoxy}pentanamide 


^HNMR (400 MHz, d6 
acetone) d 7.8 (br, IH); 
7:55 (br, IH); 7.35 (br, 
2H); 7.25 (br, 3H); 7.0 
(br, 2H); 4.6 (m, IH); 
4.45 (m, IH); 4.2 (br, 
2ffl' 3 87 fbr 1H>- 3 2 
(br, 4H); 2.95 (br, 4H); 
2.6 (br, IH); 1.78 (br, 
IH)- 1 6 (br IH)- 1 49 
(br, IH); 0.92-0.80 (m, 
6H) 


N-(cyanomethyl)-4-methyl-2-{ [4 -(1- 
piperazinyl)[l , 1 -biphenyl]-3- 
yl]methoxy } pentan ami de 


MS (-APCI): 419.5 [M- 

ir 


N-(cyanoinethyl)-4-methyl-2-{[4-(l- 
piperazinyl)[ 1 , 1 -biphenyl]-4- 
yl]methoxy }pentaiiainide 


MS (-APCI): 419.5 [M- 

ir 
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N-(cyanoniethy])-2-r(5,5-dimethvl-2-oxo-4- 
phenyl"2,5-dihydro-3-furany])amino]-4- 
methylpehtan am i dc 


(M+l, 5), 312 (15), 272 
(100), 226 (50) 


(2S)-N-(cyanomethyl)-4'niethyJ-2-( { 4-[4- 
(l-piperazinyl)phenylJ-3- 
thienyl }amino)pentan amide 


. MS (+ESI): 412.0 
[M+ir 



Pharmaceutical Composition 

As a specific embodiment of this invention, 100 mg of (2S)-N- 
5 (cyanomethyl)-4-methyl-2-{[4'-(l-piperazinyl)[l,l'-biphenyl3-4- 

yl]amino}pentanamide, is formulated with sufficient finely divided lactose to provide 
a total amount of 580 to 590 mg to fill a size 0, hard-gelatin capsule. 

. . Cathepsin K Assay 

10 Serial dilutions (1/3) from 500 \m down to 0.00S5 /iM of test compounds 

were prepared in dimethyl sulfoxide (DMSO). Then 2 \x\. of DMSO from each 
dilution were added to 50 /xL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
mM; and DTT, 2.5 mM) and 25 of human cathepsin K (0. 1 nM) in assay buffer 
solution. The assay solutions were mixed for 5-10 seconds on a shaker plate and 

15 incubated for 15 minutes at room temperature, Z-Leu-Arg-AMC (8 ilM) in 25iiL of 
assay buffer was added to the assay solutions. Hydrolysis of the coumarin leaving 
group (AMC) was followed by spectrofluorometry (Ex;V =355 nm; EmX = 460 nm) 
for 10 minutes. Percent of inhibition were calculated by fitting experimental values to 
standard mathematical mpdel for dose response curve, 
20 Compounds of the invention were tested by the above-described assay and 

observed to exhibit cathepsin K inhibitory activity. 

Cathepsin L Assay 
Serial dilutions (1/3) from 500 /xM down to 0.0085 /xM of test compounds 
25 were prepared in dimethyl sulfoxide (DMSO). Then 2 /iL of DMSO from each 
dilution were added to SO^iL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
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mM; and DTT, 2.5 mM) and 25 (iL of human cathepsin L (1.5 nM) in assay buffer 
solution. The assay solutions were mixed for 5-10 seconds on a shaker plate and 
incubated for 15 minutes at room temperature, Z-Leu-Arg-AMC (8 fiM) in 25 |ulL of 
assay buffer was added to the assay solutions. Hydrolysis of the coumarin leaving 
5 group (AMC) was followed by spectrofluorometry (ExX =355 nm; ExnX = 460 nm) 
for 10 minutes. Percent of inhibition were calculated by fitting experimental values to 
standard mathematical model for dose response curve. 

Compounds of the invention were tested by the above-described assay and 
observed to exhibit cathepsin L inhibitory activity. 

Cathepsin B Assay 
Serial dilutions (1/3) from 500 fxM. down to 0.0085 [iM of test compounds 
were prepared in dimethyl sulfoxide (DMSO). Then 2 fiL of DMSO from each 
dilution were added to 50 /xL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
15 mM; and DTT, 2.5 mM) and 25 fiL of human cathepsin B (2.5 nM) in assay buffer 
solution. The assay solutions were mixed for 5-10 seconds on a shaker plate and 
incubated for 15 minutes at room temperature. Z-Leu-Arg-AMC (8 /xM) in 25 ijlL of 
assay buffer was added to the assay solutions. Hydrolysis of the coumarin leaving 
group (AMC) was followed by spectrofluorometry (ExA, =355 nm; EmA. = 460 nm) 
20 for 10 minutes. Percent of inhibition were calculated by fitting experimental values to 
standard mathematical model for dose response curve. 

Compounds of the invention were tested by the above-described assay and 
observed to exhibit cathepsin B inhibitory activity. 

25 . Cathepsin S Assay 

Serial dilutions (1/3) from 500 fiM down to 0.0085 jLtM of test compounds 
were prepared in dimethyl sulfoxide CDMSO). Then 2 (iL of DMSO from each 
dilution were added to 50 fiL of assay buffer (MES, 50 mM (pH 5.5); EDTA, 2.5 
mM; and DTT, 2.5 mM) and 25 of human cathepsin S (4 nM) in assay buffer 

30 solution. The assay solutions were mixed for 5-10 seconds on a shaker plate and 
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incubated for 15 minutes at room temperature. Z-Leu-^Arg-AMC (8 juM) in 25 (xL of 
assay buffer was added to the assay solutions. Hydrolysis of the coumarin leaving 
group (AMC) was followed by spectrofluorometry (ExA, =355 nm; BmX = 460 nm) 
for 10 minutes. Percent of inhibition were calculated by fitting experimental values to 
5 standard mathematical model for dose response curve, 

. Compounds of the invention were tested by the above-described assay and 
observed to exhibit cathepsin S inhibitory activity. 

10 
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WHAT IS CLAIMED IS: 

1. A compound of the formula: 

5 wHerein Rl is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyi and alkenyl 
groups are optionally substituted with halo; 

R2 is hydrogen, Ci_6 alky] or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with halo; 

or Rl and R2 can be taken together with the carbon atom to which they are attached to 
10 form a C3-8 cycloalkyl ring wherein said ring system is optionally substituted with 
Ci-6 alkyl, hydroxyalkyl or halo; 

R3 is hydrogen, Ci-6 alkyl or C2~6 alkenyl wherein said alkyl and alkenyl groups are 
optionally substituted with C3-6 cycloalkyl or halo; 

R4 is hydrogen, Ci-6 alkyl or C2-6 alkenyl wherein said alkyl and alkenyl groups are 
15 optionally substituted with C3-6 cycloalkyl or halo; 

or R3 and R4 can be taken together with the carbon atom to which they are attached to 
form a C3_8 cycloalkyl ring, C5-8 cycloalkenyl ring, or five to seven membered 

heterocyclyl wherein said cycloalkyl, cycloalkenyl and heterocyclyl groups are 
optionally substituted with Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, alkoxy or keto; 

20 

X is selected from the group consisting of NH, NR6, -NHSO2-, O, -C(R7)(R8)0-, 
-0C(R7)(R8)-, .C(R7)(R8)C(R7)(r8)0<, S, SO2, -C(R7)(r8)S-, ~SC(R7)(R8)., 
C(R7)(R8)S02, S02C(R7)(R8)., -C(R7)(R8)-, -C(R7)(R8)N(R7)., - 
N(R7)C(R7)(RS).; 

25 R6 is Ci-6 alkyl; 

or R6 and R4 can be taken together with any of the atoms to which they may be 
attached or are between them to form a 4-12 membered heterocyclyl ring system 
wherein said ring system, which may be monocyclic or bicyclic, is optionally 
substituted with Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, keto, 0R7, SR7 or N(R7)2; 

30 R7 is hydrogen or Ci_6 alkyl; 
R8 is hydrogen or C1.6 alkyl; 
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D is aryl, heteroaryl, C3-8 cycloalkyl or heterocyclyl wherein said aryl, heteroaryl, 
cycloalkyl and heterocyclyl groups, which may be monocyclic or bicyclic, are 
optionally substituted on either the carbon or the heteroatoin with one to three 
substituents selected from hydrogen, halogen, Ci_io alkyl, C3-8 cycloalkyl, aryl, 
5 aryICi-8 alkyl, amino,- aminoCi^s alkyl, C1-3 acylamino, C1-3 acylamino Ci-S alkyl, 
Ci^e alkylamino, Ci_6 alkylamino Ci-g alkyl, Ci-6 dialkylamino, Ci-6 
dialkylamino-Ci-S alkyl, C1.4 alkoxy, C1.4 alkoxyCi-e alkyl, hydroxycarbonyl, 
hydroxycarbonylCi-6 alkyl, Ci_5 alkoxycarbonyl, C1.3 alkoxycarbonyl Ci>6 alkyl, 
hydroxycarbonylCi^6 alkyloxy, hydroxy, hydroxyCi-6 alkyl, cyano, trifluoromethyl, 
10 0x0 and Ci-5 alkylcarbonyloxy; 

E is aryl, heteroaryl, C3-8 cycloalkyl or heterocyclyl wherein said aryl, heteroaryl, 
cycloalkyl and heterocyclyl groups, which may be monocyclic or bicyclic, are 
optionally substituted on either the carbon or the heteroatom with one to three 

15 substituents selected from hydrogen, halogen, Ci_io alkyl, C3^8 cycloalkyl, aryl, 

arylCi.8 alkyl, amino, aminoCi.8 alkyl, €1-3 acylamino, C1-3 acylamino Cj-S alkyl, 
Ci-6 alkylamino, Ci_6 alkylaminoCi^s alkyl, Ci_6 dialkylamino, Ci-6 dialkylamino- 
Ci-8 alkyl, C1-4 alkoxy, Ci_4 alkoxy Ci-6 alkyl, hydroxycarbonyl, hydroxycarbonyl 
Ci-6 alkyl, C1-5 alkoxycarbonyl, C1-3 alkoxycarbonyl Ci-6 alkyl, hydroxycarbonyl 

20 Ci-6 alkyloxy, hydroxy, hydroxy Ci-6 alkyl, cyano, trifluoromethyl, 0x0 and C1-5 
alkylcarbonyloxy; 

, R5 is hydrogen, Ci-js alkyl, C2-6 alkenyl, Ci-6 alkyloxy, halo, nitro, cyano, amino, 
aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, -C(0)0R7, -C(0)OSi[CH(C^ 

25 0R7, -C(0)R7, - r7c(0)R9, ^C(0)R9, .C(0)N(R7)(R8), ^C(0)(R7)N(R7)(RS)^ , 
' SR7, -SR9, -r7sr9, -r9, -C(R9)3, -C(R7)(R8)N(R9)2 , -NR7cONR7S(0)2R9, - 
SO2R7, -S02R9, ^S02N(R7)(r8), -S02CH(R7)(R8), -OS02R7, - 
N(R7)C(0)NR7r9, ,N(R7)C(0)R7, .N(R7)C(0)0R7, -N(R7)S02R7, - 
C(R7)(R8)NR7c(R7)(rS)r9, .C(R7)(R8)N(R7)r9^ C(R7)(R8)N(R7)(R8), . 

30 C(Ra)(Rb)NRac(Ra)(Rb), ^C(Ra)(Rb)N(Ra)(Rbx -C{Ra)(Rb)C(Ra)(Rb)N(Ra)(Rb), 
-C(0)C(Ra)(Rb)N(Ra)(Rb), C(0)C(Ra)(Rb)S(Ra)(Rb), C(Ra)(Rb)C(0)N(Ra)(Rb); 
wherein the above R5 groups can be optionally substituted on either the carbon or the 
heteroatom with one to five substituents independently selected from the group 
consisting of Ci-6 alkyl, aryl, halo, -0R7, -O(aiyl), -NO2, -NH2, -NHS(0)2 R6, 
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C(R7)(R8)N(R7)(R8), -C(Ra)(Rb)C(0)N(Ra)(Rb), -N(R7)C(R7)(R8), . 
NH(CH2)20H, -1S1HC(0)0R7, Si(CH3)3, heterocyclyl and heteroaryl; 

R9 is selected from the group consisting of aryl, aryl(Ci-4) alkyl, heteroaryl, 
5 heteroaryl(Ci-4)alkyl, Cs-gcycloalkyl, C3.8cycloalkyl(Ci_4)alkyl, and 
heterocyclyl (Ci-4)alkyl; and 

Ra is hydrogen, Ci-6 alkyl, (Ci_6 alkyl)aryl, (Ci-5 alkyl )hydroxy], hydroxyl, halo, 
aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl, wherein said alkyl, aryl, heteroaryl, 
10 C3-8 cycloalkyl and heterocyclyl can be optionally substituted on either the carbon or 
the heteroatom with Ci-6 alkyl or halo; 

Rt) is hydrogen, Ci-6 alkyl, (Ci-6 alkyl)aryl, (Ci_6 alkyl)hydroxyl, hydroxyl, halo, 
aryl, heteroaryl, C3-8 cycloalkyl, heterocyclyl,wherein said alkyl, aryl, heteroaryl, C3- 
15 8 cycloalkyl and heterocyclyl can be optionally substituted on either the carbon or the 
heteroatonn with Ci-g alkyl or halo; 

or Ra and Rb can be taken together with the carbon atom to which they are attached or 
are between them to form a C3-S cycloalkyl ring or C3-8 heterocyclyl ring wherein 
20 said 3-8 membered ring system may be optionally substituted with Ci-6 alkyl and 
halo; 

n is independently selected from an integer from one to two; 

provided that when Rl and R2 are taken together with the carbon atom to which they 
25 are attached to form a C3-8 cycloalkyl ring, n is. independently selected from zero to 

two; 

and provided that when R3 and R4 are taken logeihcT with the carbon atom to which 
they are attached to form a C3-8 cycloalkyl ring, n is independently selected from zero 

to two; 

30 and provided that when R4 and R6 are taken together with the carbon atom to which 
they are attached to form a C3-8 cycloalkyl ring, n is independently selected from zero 

to two; 

and the pharmaceutically acceptable salts and N-oxide derivatives thereof. 

-150 - 



BNSDOCID: <WO 02069901A2_L> 



wo 02/069901 



PCTAJS02/06533 



2. The compound of Claim 1 wherein R3 is Cj[_4 alkyl, and R4 is 
hydrogen; and the pharmaceutically acceptable salts and N-oxide derivatives thereof. 

^ 3- The compound of Claim 1 wherein Rl and R2 can be taken 

together with the carbon atom to which they are attached to form a Css cycloalkyl 
ring wherein said ring system is optionally substituted with Ci-e alkyl, hydroxyalkyl 
or halo;and the pharmaceutically acceptable salts and N-6xide derivatives thereof. 

The compound of Claim 1 wherein X is NR6 ; r6 and R4 can 
be taken together with any of the atoms to which they may be attached or are between 
them to form a 4-8 membered heterocyclyl ring system wherein said ring system, 
which may be monocyclic or bicyclic, is optionally substituted with Ci-6 alkyl, halo, 
hydroxyalkyl, hydroxy, keto, OR7, SR7 or N(R7)2; n is an integer from zero to two; 
15 and the pharmaceutically acceptable salts and N-oxide derivatives thereof. 

5. The compound of Claim 4 wherein r6 and r4 can be taken 
together with any of the atoms to which they may be attached or are between them to 

form a 5 or 6 membered heterocyclyl ring system wherein said ring system is 
20 optionally substituted with Ci-6 alkyl, halo, hydroxyalkyl, hydroxy, keto, 0R7, sr7 

or N(R7)2; and the pharmaceutically acceptable salts and N-oxide derivatives thereof. 

6. The compound of Claim 5 selected from: 
(4S)-l-(3-bromophenyl)-N-cyanomethyl)-4-methyl-prolinamide; 

25 (4S)-N-(cyanomethyl)-4-methyl-l-(4'-piperazin-l-yl-l,l'-biphenyl-3-yl>-L- 

prolinamide; 

(4S)-N-(l-cyanocyclopropyl)-4-methyl-l-(4'-pipera2in-l-yl-l,l'-biphenyl-3-yl)-L- 
prolinamide; , 

(4S)-l-(l,r-biphenyl-3-yl)-N-(cyanomethyl)-4-methyl-L-proIinamide; 

30 (4S)-l-(4-chloro~l,l'-biphenyl-3-yl)-N-(cyanomethyl)-4-methyl-L-proUnamide; 

(4S)-N-(cyanomethyl)-Z-[3-(3,3-dimethylbut-l--ynyl)phenyl]-4-methyl-L-prolinamide; 

(4S)-N-(cyanomethyl)-l-[3-(3-hydroxy-3-methylbut-l-ynyl)phenyl]-4-methyl-L- 
prolinamide; 

N-(cyanomethyl)-l-(l-phenyl-lH-tetraazol-5-yl)piperidine-2-carboxamide; 
35 (4S)-l-(5-bromo-2-chlorophenyl)-N-(cyanomethyl)-4-methyl-L-prolinaimde; 
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(4S)- 1 -(3-bromo-4-chlorophenyl)-N-(cyanomethyl)-4-methyl-L-prolinamid^ 
(4S)- 1 -(6-chloro- 1 , 1 -biphenyl-3-yl)-N-(cyaiiomethyl)-4"methyl-L-proUnamide; 
l-(5-bromo-2-chlorophenyl)-N-(cyanomethyl)piperidine-2-carboxaiiiide; 
l-(3«bromo-4-chlorophenyl)-N-(cyanome1hyl)piperidine-2-carboxaniide; 
5 l~(4-chloro-14 -biphenyl-3-yl)-N-(cyanomethyl)piperidine-2-carboxamide; 
(4S)-l-(2-chlorophenyl)-N-(cyanomethyl)-4-methyl-L-prolinamide; 
(4S)- l-(6-chlor9-4 -piperazin~l-yl-l J -biphenyl-3-yl)-N-(cyanomet±iyl)-^^ 
prolinamide; 

l-(3-bromophenyl)-N-(cyanomethyl)-D-prolinaixLide; 
10 (4S)- 1 -(4-chloro-4'-piperazin- 1 -yl- 1 , 1 -biphenyl~3-yl)-N-(cyanoinethyl)-4-methyl-L- 
prolinamide; 

N-(cyanomethyl)-l-(4-piperazin-l-yl-l J -biphenyl-3-yl)-D-prolinamide; 
l~(5-bromo-2-chlorophenyl)-N-(cyanomethyl)-D-prolinaniide; 
l-(3-bronio-4-chlorophenyl)-N-(cyanomethyl)-D-prolinaniide; 
15 (4S)-l-[4-chloro-4-(hydroxymethyl)-lJ-biphenyl-3-yl]-N-(cyanome^^ 
L-prolinamide; 

(4S)- 1 -(2-chloro- 1 , 1 -biphenyl-3-yl)-N-(cyanomethyl)-4-methyl-I^proKnaimde; 
(4S)- 1- { 4-chloro-4 -[(dimethylamino)methyl]- 1 , 1 -biphenyl-3-yl } -N-(cyanoniethyl)-4- 
methyl-L-proIinamide; 
20 l-(4-chloro-14 -biphenyl-3-yl)-N-(cyanomethyl)-D-proIinaniide; 

(4S)- l-[4-chloro-4 -(methylthio)-l , 1 -biphenyl-3-yl]-N-(cyanomethyl)-4-methyl-L- 
prolinamide; 

(4S)-l-[4-ch]oro-4 -(methylsulfonyl)-I J -biphenyl-3-yl]-N-(cyanomethyl^ 
L-prolinamide; 

25 N-(cyanomethyl)- 1 -(2-'phenyl- 1 ,3-thiazol-4-yl)-L-prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-(2-phenyl~13-thiazo]-4-yl>L"proIinaim 
(4S)- l-(4-chloro-4 -piperazin-l-yl-1 4 -biphenyl-3-yl)-N-(cyanomethyl)-4-hydrox 
prolinamide; 

(4R)-I-(4-chloro-4-piperazin-l-yl-14 ~biphenyl-3-y])-N-(cyanomethyl)-4-hyc^^ 
30 prolinamide; 

1 -(4-chloro-4 -piperazin- 1 -yl- 1 , 1 -biphenyl-3-yl)-N-(cyanomethyl)-4-oxo-L- 
prolinamide; 

(4S)- l-(4-chloro-4'-piperazin- 1 -yl-1 , 1 -biphenyl-3-yl)-N-(cyanomethyl)-4-fluoro-L- 
prolinamide; 
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(4R)- 1 -(4-chloro-4 -piperazin- 1 -yl-l , 1 '-biphenyl-3 -yl)-N-(cyanomethyl)-4-fluoro-L- 
prolinamide; 

, l-(4-chloro-4-piperazin-l-yl-lJ'-biphenyl-3-yl)-N-(cyanomethyl)^,^ 
prolinamide; 

5 (4S)-l-(4-chloro-4'-piperazin-l-yl-ia'-biphenyl'3-yl)-NKcyanome&^^ 
prolinamide; 

(4R)-l-(4-chloro-4-piperazin-l-yl-lJ'-biphenyl-3-yl)-N<cyanomet^ 

prolinamide; ' 

(4S)-l-(4-chloro-4"piperazin-l-yl-l,l -biphenyl-3-yl)-N-(cyanomethy]M^ 
10 (methy]thio)-L-prolinamide; 

(4R)-l-(4-chloro-4'-piperazin-l-yl-lJ'-biphenyl-3-yl)-N-(cyanomethyl)'4^^ 
(methylthio)-L-prolinamide; 

(lR,2S,5S)-3-(4-chloro~4-piperazin-l-yl-14 -biphenyl-3'yl)-N-(cyanomethyl)- 
azabicyclo[3,l,0]hexane-2-carboxamide; . . 

15 (lS,2S,5R)-3"(4-chloro-4-pipera2in-l-y]-14'-biphenyl-3-yl)-N-(cyanome*^^ 
azabicyclo[3 . 1 .0]hexane-2-carboxamide; 

N-(cyanomethyl)-l-[2-(4-piperazin-l-ylphenyl)cyclopropyl]-L>prolinamide; 

.(4S)-N-(cyanomethyl)-4-methyl-l-[2-(4-piperazin-l"yIphenyI)cyclopropyl]--L-- 
prolinamide; 

20 N-(cyanomethyl)-4,4-diflu6ro-l-[2-(4-piperazin-l-ylphenyl)cyclopropyl]-L- 
prolinamide; 

(4S)-l-(13-benzothia20l-2-yl)-N-(cyanpmethyl)-4-methyl-L-prolinai^ 

(4S)-N-(cyanomethyl)-4-methyl-l-(l.methyl-5-pipera2in-l-yl-lH"benzimid^^^ 
L-proIinamide; 

25 (4S);^l-(4"bronjo-l'methyl-lH-benzinMdazol-2-yI)-N-(cyanomethyl)-4-meA^^ 
prolinamide; 

(4S)-N-(cyanomethyl)-4-methyM-(l-naphthyl)-L-prolinamide; 
(4S)-N-(cyanomethyl>4~methyl-l-(2-naphthyl>L-prolinamide; 
(4S)-NKcyanomethyl)-4-methyl-l-(5,6J,8'tetrahydronaphthalen-2-y])i^ 
30 (4S)-N-(cyanomethy])-4'methyl^l-(5,6J,8-tetrahydronaphthalen^l-yl)-L^^^ 

(4S)-N-(cyanomethyl)-4-methyl-l-[5-methyl-2-(4'piperazin-l-ylphenyl)-l,3-thiaz^ 
4-yl]-L-prolinainide; 

N-(cyanomethyl)-l.[5-methyl-2^(4-pipera2in-l-ylphenyl)-13-thiazo]-4-yl]--L- 
prolinamide; 
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(4S)-N-(cyanomethyl)-4-methyl- 1 -[5-methyl-2-(3-piperazin- l-ylphenyl)-l 
4-yl] -L-prolinamide; 

(4S)-NT(cyanomethyl)-4-meihyl-J-(5-meihyl-2,2-bi-13-thia2ol-^^ 
(3S)-N-(cyanomethyl)-2-[5-mcihyl-2-(4-pipcrazin-l-ylphenyl)-13-thia^^^ 
5 azabicyclo[2.2.1]heptane-3-carbo\jmidc: 
' (4S)-l-{4-chloro-4-[(methylamino)carbonyl]-l J -biphenyl-3-yl}-N"(cyanom 
methy]-L-prolinarnide; 

(4S)-l-(4-chloVo-4-{[(2-metho\yeihyl)(meihyl)amino]methyl}-lJ -^^ 
(c y anomethy 1 )-4-methy 1-L-pro 1 i n a in i d e ; 
10 (4S)-l-(4-chloro-4 -propionyl-l , 1 -bipheny]-3-yl)-N-(cyanomethyl)-4-methyl-L- 
prolinamide; 

(4S)-l-{4-chloro--4-[(methylsulfonyl)armno]-lJ -biphenyl-3-yl}-N-(c^^ 
methyl-L-prolinamide; 

(4S)-1 -[4"Chloro-4 -(2-pyiTolidin-l -ylethyl)-! ,1 -biphenyl-3-yl]-N-(cyanomethyl)-4- 
15 methyl-L-prolinamide; 

(4S)-l-{4-chloro-4 -[(methylaiTuno)sulfonyJ]-l J -biphenyl-3-yl }-N-(cyanomeA 
methyl-L-prolinamide; 

(4S)-l.{4-chloro-4'-[(l-methy]-lH-315-imidazol-3-yl)methyl]-ia'-b^ 
(cyanomethyl)-4-methyl-L-prolinamide; 
20 (4S)-. 1 -[4-chloro-4 -(N,N-dimethylglycyl)- 1 , 1 -biphenyl-3-yl] -N-(cyanomethyl)-4- 
methyl-L-prolinamide; 

(4S)-l-[4-chloro-4-(5-methyl-lJ-dioxido-l,2,5-thiadia2inan-2-yl)-14-biphe 

y]]-N-(cyanomethyl)-4-methyl-L-prolinaiiidde; 

(4S )- 1 - { 4 -[ l-(2-amino-2-oxoethyl)-4-hydroxypiperidin-4-yl]-4-chloro- 1 , 1 -biphenyl- 
25 3-y]}-N-(cyanomethyl)-4-methyl-L-prolinaiTdde; 

(4S)- 1 -(4-chloro-4'- { [(1 -methyl- 1 H-imidazol-2-yl)thio]methyl } - 1 , 1 -biphenyl-3-yl)- 
N-(cyanomethyl)-4-methyl-L-prolinamide; 

(4S)-l>{4-chloro-4-[l-(2-hydroxyethyl)piperidin-4-yl]-l,l-biphenyI-3-yl}-N- 
(cyanomethyl)-4-methyl-L-prolinamide; 
30 (4S)-l-{2-chloro-5-[(lE3E)-4-({2-[(2-fluoroethyl)ainino]ethyl}amino)-l- 

methylhexa-l,3,5-trienyl]phenyl}-N-(cyanomethyl)-4-methyl-L-prolinamide; 
(4S)-l-[4-chloro-4H2-oxoimida2olidin-l-yl)-l,l -biphenyl-3-yl]-N-(cyaT)omethyl)-4- 
methyl"L-prolinamide; 

(4S)- 1 -(4-chloro-4 - { l-[(methoxycarbonyl)amino]cyclopropyl } -1 , 1 -biphenyl-3-yl)-N- 
35 (cyanomethyl)-4-methyI-L-prolinamide; 
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(4S)-N-(cyanomethyl)-4-methyl-l-[4-(4-piperazin-l-ylphenyl)-l,3-thiazo]-2-yl]-L- 
prolinamide; 

(4S)-N-(cyanomethylM-methyl-l-[5-(4-pipera2in-l-ylphenyl)-l ,3-thiazol-2-y]]-L- 
prolinamide; 

5 (4S)-N-(cyanomethyl)-4-methyl-l-[5-(4-piperazin-l-ylphenyl)isothiazol-3-yl]-I> 
prolinamide; 

(4S)-N-(cyanomethyI)-4-methyI-l-[l-(4-piperazin-l-yIphenyI)-lH-pyrazol-3-yI]-I^ 

prolinamide; ; 

(4S)-N-(cyanomethyI)-4-inethy]-l-[l-(4-piperazin-l-ylphenyI)-lH-pyrazo]-4-yl]-L- 
10 prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[l-methyl-3-(4-pipera2in-l-y]phenyl)-lH-pyrazol- 
5-yI]-L-prolinanndde; 

(4S)-N-(cyanomethyl)-4-methyl-l-[5-(4-piperazin-l-ylphenyl)-l,2,4-thiadiazol-3-yl]- 
L-prolinamide; 

15 (4S)-N-(cyanomethyl)-4-inethyl-l-[5-(4-piperazin-l-ylphenyl)-l,3,4-thiadia2ol-2-yl]- 
L-prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[3-(4-piperazin-l-ylphenyl)-l ,2,4-thiadiazol-5-yl]- 
L-prolinamide; 

. (4S)-N-(cyanomethyl)-4-methyl-l-[l-(4-piperazin-l-ylphenyl)-lH-l ,2,4-triazol-3-yl]- 
20 L-prolinamide; 

(4S)-N-(cyanomethyl)-4-methyl-l-[l-methyl-3-(4-piperazin-l-ylphenyl)-lH-l,2,4- 
triazol-5-yI]-L-proIinamide; 

l-(3-bromophenyl)-N-(cyanomethyl)-2-piperidinecarboxainide; 

N-(cyanoniethy])-l-[4'-(l-pipera2inyI)[l,l'-biphenyl]-3-yl]-2-piperidinecait>oxaniide; 
25 (2R,3S)-l-(3-bromophenyl)-N-(cyanomethyl)-3-methyl-2-piperidinecarboxamide; 

l-[l,r-biphenyl]-3-yl-N-(cyanomethyl)-2-piperidinecarboxamjde; 

N-(cyanomethyl)-l-[3-(2-naphthyI)phenyI>2-piperidinecarboxaimde; 

N-(cyanomethyl)-l-(l-bromophenyl)piperidine-2-carboxamide; 

1. { 4'-[4-(/^7Y-butyloxycarbonyl)piperazin-l-yIJ-l ,1 '-biphenyl-4-yl } -N-(cyarioinethyl)- 
30 piperidine-2-carboxamide; 

l-[4'-(piperazin-l-yl)-l,r-biphenyl-4-yl]-N-(cyahomethyl)-piperidine-2^carboxamide; 
1 - { 3' -[4-(piperidin-l -yl)piperidin- 1 -yl]- 1 , 1 '-biphenyl-3-yl } -N-(cyanomethyl)- 
piperidine-2-carboxainide; 

1 - { 3 ' - [2-(4-methylpiperazin- 1 -yl)thiazol-4"yl]- 1 , 1 •-biphenyl-3-yl } -N-(cyaiiomethyl)- 
35 piperidine-2-carboxainide; 
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1 - { 4' -[4-(morpholin-4-yl)piperidin- 1 -yl]-l , 1 -biphenyl-3-yl } -N-(cyanomethyl)- 
piperidine-2-carboxaimde; 

1 - { 3 ' -(piperazin- 1-yl)- 1 .1 -biphenyI-3-yl } -N-(cyanomethyl)-piperidine-2- 
carboxaraide; 

5 1 - { 4'-[2-(4-methylpiperazin-l-yl)thiazol-4-yl]- 1 4 -biphenyl-3-yl }-N-(cyanomet^ 
piperidine-2-carboxamide; 

1 - { 3 ' - [4-(inorpholin-4-yl)piperidin- 1 -yl)- 1 , 1 '-biphenyl-3-yl } -N-(cyanomethyl)- 
piperidine-2-carboxamide; 

l-(4'-trifluorometiiyl-14*-bipheny]-3~yl)-N~(cyanoiTiethyl)-piperidine-2-c^^ 
10 l-(2\3'difluoro-l,r-biphenyl-3-yl)-N-(cyanomet±iyl)-piperidine-2-carboxaim 

1 - { 3 ' - [4-(re/Y-butyloxycarbonyl)piperazin- l-yl]-l , 1 '-biphenyl-4-yl } -N-(cyanomethyl)- 
piperidine-2-carboxamide; 

1 - [3 ' -(piperazin- 1 -yl)- 1 , 1 -biphenyl -4-yl]-N"(cy anomethyl)-piperi dine-2-carboxaTnide; 
1 - { 4 ' - [4-(?e;t-butyloxycarbonyl)piperazin- 1 -yl] -1,1 -biphenyl-2-yl } -N-(cyanoinethyl)- 
15 piperidine-27?-carboxamide; 

N-(cyanomethyl)- l-(3-bromophenyl)piperidine-2/?-carboxaiiiide; 

1 - { 3 ' -(piperazin- 1 -yl)- 1 , 1 -biphenyl-3 -yl } -N-(cyanomethyl)-piperidine-22?- 

carboxamide; 

1- { 3-[2-(4-morpholin-4-ylpiperazin- l-yl)thiazol-4-yl]-phenyI } -N-(cyanomethyl)- 

20 piperidine-2-carboxamide; 

l-{3-[2-(piperazinrl-yl)thiazol-4-yl]-phenyl}-N-(cyanoinethyl)-piperidine-2- 
. carboxaniide; 

l-{3-[2-(4-methylhomopiperazin-l-yl)thiazol-4-yl]-phenyI }-N-(cyanomethyI)- 
piperidine-2-carboxamide; 

25 N-(cyanomethyl)-l-(3-bromo-5-fluorophenyI)piperidine-2-carboxamide; 

N-(cyanomethyl)- 1 -(3-bromo-6-fluorophenyl)piperidine-2-carboxamide; 

N-(cyanomethyl)-l-(3-bromo-4-fluorophenyl)piperidine-2-carboxainide; 

1 - { 5-fl uoro-4' - [4-(ferr-butyloxycarbonyl)piperazin- 1-yl]- 1 , 1 -biphenyl-3-yl } -N- 

(cyanomethyl)-piperidine-2-carboxamide; 
30 1 - [5 -fluoro-4' -(piperazin- 1 -yl)- 1 , 1 -biphenyl-3-yl]-N-(cyanomethyl)-piperidine-2- 

carboxamide; • 

1 - { 6-fluoro-4' - [4-(rerr-butyloxycarbonyl)piperazin- 1 -yl]- 1 , 1 -biphenyl-3-yl } -N- 
(cyanoraethyl)-piperidine-2-carboxamide; 

1 -[6-fluoro-4' -(piperazin-1 -yl)- 1 , 1 '-biphenyl-3-yl] -N-(cyanomethyl)-piperidine-2- 
35 carboxamide; 
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N-(cyanomethyl)-l-(6-bromopyridin-2-yl)piperidine-2-carboxamide 

l-[6-(4-piperazin-l-ylphenyI)pyridin-2-yI]-N-(cyanomethyl)-pi^^ 

carboxamide; 

l-{6-[4-(4-^err-butoxycarbonylpipcr;izin- 1 -yl)phenyl]pyridin-2^^^ 
5 piperidine-2-carboxaimde; 

l-{5-[4.(4_^e7t-butbxycarbonylpipcra/jn- l'yr)pheiiyl]pyridan-^ 
piperidine-2-carboxamide; 

l-{4-fluoro44'-[4-(/^r^buty]o\ycarbonyi;)piperazin-l-y^^ 
(cyanomethyl)-piperidine-2-carboxamide; . 

10 l-[4-fluoro-4'.(piperazin-l-yl)-ia -biphenyl-3-yl]-N-(cyanomet^ 

carboxamide; 

l-{5-[4-(piperazin-l-yl)pheny]]pyridin-3-yJ}-N-(cyanoinethy])-piperi 
carboxamide; 

and the phamiaceutically acceptable salts and N-oxide derivatives thereof. ; 

15 

7. The cornpound of Clairri 5 wherein D is aryl, heteroaryl, CS-g 
cycloalkyl or heterocyclyl wherein said aryl, heteroaryl, cycloalkyl and heterocyclyl 
groups, which may be monocyclic or bicyclic, are optionally substituted on either the 
carbon or the heteroatom with one to three substituents selected from Ci-6 alkyl, halo, 
20 -0R7, haloalkyl, haloalkyloxy, cyano, amino, oxio, methylenedioxy, and nitro; and the 
pharmaceutically acceptable salts and N-oxide derivatives thereof. 

8.. The compound of Claim 5 wherein E is aryl, heteroaiyl, C3-8 
cycloalkyl or heterocyclyl wherein said ar}^], heteroaryl, cycloalkyl and heterocyclyl 
25. groups, which may be monocyclic or bicyclic, are optionally substituted on either the 
carbon or the heteroatom with one to three substituents selected from Ci_6 alkyl, halo, 
-0R7, haloalkyl, haloalkyloxy, cyano, amino, 0x0, methylenedioxy, and nitro; and the 
pharmaceutically acceptable salts and N-oxide derivatives thereof. 

30 9. The compound of Claim 1 wherein X is NH; 

D is an optionally substituted 5-membered ring heteroaryl wherein said heteroaryl can 
be substituted on either the carbon or the heteroatom with the group consisting of Ci- 
6 alkyl and halo; 
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E is selected from optionally substituted aryl, heteroaryl, C3-8 cycloalkyl and 

heterocyclyl wherein said aryl, heteroaryl, cycloalkyl and heterocyclyl can be 
substituted with Ci-6 alkyl and halo; 

and the pharmaceutically acceptable salts and N-oxide derivatives thereof. 

5 

10. The compound of Claim 9 selected from: 
N 1 -(cyanomethyl)-N2- { 4-[4-(4-methylpiperazin- 1 -yl)phenyl] thien-3-yl } -L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-piperazin-l-ylphenyl)isothiazol-3-yl]-L-leucinainide; 
10 Nl-(cyanomethyI)-N2-(4-{4-[(dimethylamino)methyI]phenyl}thien-3-yl)-L- 
leucinamide; 

N 1 (cyanomethyl)-N2-[4-(4-{ [(2-hydroxyethyl)an[uno]methyl }phenyl)thien-3-yl]-L- 
leucinamide; 

N 1 --(cyanomethyl)-N2- { 4- [4-(morpholin-4-ylmethyl)phenyl]thien-3-yl } -L- 
15 leucinamide; 

N2-(4- { 4-[(benzylamino)methyI]phenyl } thien-3-yl)-N 1 -(cyanomethyl)-L- 
leucinamide; 

N2-[4-(4-tert-butylphenyl)thien-3-yl]--Nl-(cyanomethyl)-L-leucinaniide; 
Nl-(cyanomethyl)-N2-[4-(4-isopropylphenyl)thien-3-yl]-L-leucinamide; 
20 Nl-(cyanomethyl)-N2-[3-(4-pipera2in-l-ylphenyl)isox.azol-4-yl]leucinamide; 

Nl-(cyanomethyl)-N2-[3-(4-piperazin-l-yIphenyl)isoxazol-4-yl]-L-leucinamide; 
Nl-(cyanomethyl)-N2-[3-(4-piperazin-l-ylphenyl)isoxazol-4-yl]-D-leucinamide; 
Nl-(cyanomethyl)-N2-(4-{4-[2-(dimethylan[iino)ethyl]phenyl}thien-3-yl)-L- 
leucinamide; 

25 N 1 -( 1 -cy anocyclopropyl)-N2-[3-(4-piperazin- 1 -ylphenyl)isoxazoI-4-yI]-L- 

leucinamide; 

Nl -(cyanomethyl)-N2- { 3-[4-(4~isopropylpiperazin- l-yl)phenyI]isoxazol-4-yI }-L- 
leucinamide; 

N2~[4>(3-bromo-4-piperazin-l-ylphenyl)-3-methylisothiazol-5-yl3-Nl- 
30 (cyanomethyl)leucinamide; 

Nl -(cyanomethyl)-N2- { 4-[4-(4-isopropylpiperazin- l-yl)phenyl]isothiazol-3-yl ) -L- 
leucinamide; 

N2-[4-(3-bromo-4-piperazin-l-ylpheny])isothiazol-3-yl]-Nl-(cyanomethyl)-L- 
leucinamide; 
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N2-[4-(4-bromophenyl)isothiazol-3-yl]-Nl-(cyanomethyl)-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-(l-phenyHH-tetraazol-5-yl)-L-leucinainide; 

Nl-(cyanomethyl)-N2-(l-phenyl-lH-tetraazol-5-yl)-L-leucinainide; 

Nl-(cyanomethyl>N2-[4-(4-iodophenyl)-3-methylisothiazol-5-yI]-L-leucinaniide; 

5 Nl-(cyanomethyl)-N2-(3-methyI-4-phenylisothiazol-5-yl)-L-leucinainide; 

N2-[4-(l,l'-biphenyl-4-yl)-3-methylisothiazol-5-yl]-Nl-(cyaiiomethyl)-L- 
leucinamide; 

NlKcyanomethyI)-N2-[4-(4-piperazin-l-ylphenyI)isothiazoI-5-y]31eucinamide; • 

Nl-(cyanomethyl)-N2-[3-methyl-4-(4-pyridin-3-ylphenyl)isothiazol-5-yl]-^L- 
10 leucinamide; 

NlKcyanomethyl)-N2-[3-methyl-4-(4-pyridin-4-ylphenyl)isothiazol-5-yl]-I^ 
leucinamide; 

Nl-(cyanomethyl)-N2-{ 3-methyl-4-[4-(l^trityl-lH-imidazol-5-yl)phenyl]isothiazol-5- 
y] }-L-leucinamide; 

15 Nl<cyanomethyl)-N2-{4-[4-(lH-imida2ol-5-yl)phenyI]-3-methylisothia2oI-5-yl}-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-{3-methyl-4-[4Kl-trityl-lH-imidazol-2-yl)phenyl]isothia2ol-^^^^ 
yl}-L-leucinaimde; . 

Nl-(cyanomethyl)-N2-[4-(4-hydroxyphenyl)-3-niethylisothiazol-5-yl]-L-leucinamide; 
20 Nl-(cyanoinethyl)-N2-{3-methyl-4-[4-(l-oxidopyridin-4-yl)phenyl]isothiazol-5-yl}- 
L-leucinamide; 

. Nl-(cyanomethyl)-N2-[4-(2-pipera2in-l-ylpyrimidin-5-yl)isothiazol-3-yl]-I^ ; 
leucinamide; 

Nl-(cyanoinethyl)-N2-{4-t4-piperazin-l-yl-2-(trifluoromethyl)phenyl]isothia20l-3- 
25 yl}-L-leucinamide; , 

Nl-(cyanomethyl)-N2-{4-[4-(l,4~diazepan-l-yl)phenyl]isothiazol-3-yl}-I^ 
leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(3,5-diraethylpipera2in-l-yl)phenyl]isothiazol-3-yl}-L- 
leucinamide; 

30 Nl-(cyanomethyl)-N2-{ 4-[4-(N;sr-dimethylglycyl)phenylJisothiazoI-3-yl } -L- 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[(2,6-dimethylpiperidin-l-yl)acetyl]phenyl }isothiazol-3- 
yl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(NJ<J-dimethylglycy])pheny]]-3-methylisothia2ol-5-yl}- 
35 L-Ieucinaniide; 
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N2-{4-[4-(l-ainino-l-methylethyl)phenyl]isothiazol-3-yl}-Nl-(cyanom 
leucinairude 

N2-[4-(4-acetylphenyl)-3-methylisothiazol-5-yl]-Nl-(cyanomethyl)-L-leuc^^ 
N2-(4-{4-[(tert-butylaimno)sulfonyl]phenyl}-3-methyIisothiazol-5-yI)-^ 
5 (cyanomethyl)-L-leucinainide; 

Nl-(cyanomethyl)-N2-{3-methyl-4-[4-(piperazin-l-ylsulfonyl)phenyl]isothi^ 
yl } -L-leucinamide; 

N 1 -(cy anomethyl)-N2- { 3-inethyl-4- [4-(methylsulf onyl)phenyl]isothiazol-5-yl } -L- 
leucinamide; 

10 N2-{4-[4-(aminosulfonyl)phenyl]-3-methylisothiazol-5-yl}-Nl-(cyanoinethyl)-L~ 
leucinamide; 

Nl-(cyanomethyl)-N2-[4-(2-fluoro-4-pipera2in-l-ylphenyl)-3-methylisothiazol-5 
L-leucinamide; 

N 1 -(cyanome1hyl)-N2-[4-(3-fluoro-4-piperazin- 1 -ylphenyl)thien-3-yl]-L-leuc^ 
15 Nl-(cyanomethyl)-N2-{4-[3-(hydroxymelJiyl)phenyl]thien-3-yl }-L4eucin 
N2-(2-bromo-4-{3-[(dimethylamino)methyl]phenyl}thien-3-yl)-Nl- 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-{ 3-[(dimethyIamino)methyl]phenyl }thien-3-yl)-L- 
leucinamide; 

20 N l-(cyanomethyl)-N2- { 4-[3-fluoro-4-(hydroxymethyl)phenyl]thien-3-yl } -L- 
leucinamide; 

N l-(cyanomethyl)-N2- { 4-[4-(4-hydroxypipeiidin-4-yl)phenyl]thien-3-yl } -L- 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[(dimethylarnino)methyl]-3-fluorophenyl}tliien-3-y^ 
25 leucinamide; 

4-(4-{4-[l-(Cyanomethyl-carbamoyl)-3-methyl-butylamino]-thiophen-3-yl}-2-fluoro- 
benzyl)-piperazine-l-carboxylic acid tert-butyl ester; 

Nl-(cyanomethyl)-N2-{4"[3-fluoro-4-(piperazin-l-ylmethyl)phenyl]thien-3-yl} 
leucinamide; 

30 Nl-{cyanomethyl)-N2- { 4-[4-(pyrrolidin- l-ylmethyl)phenyl]thien-3-yl } -L- 
leucinamide; 

Nl-(cyanomethyI)-N2-[3-methyl-4~(4-piperazin-l--ylphenyI)isothiazol-5-yI]-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(4-isopropylpiperazin-l-yl)phenyl]-3-methylisothiazol-5- 
35 yl}-L-leucinamide; 
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6- { 5-[ l-(Cyanomethyl-carbamoyl)-3-methyl-butylaimno]-3-methyl-i^ } 
napthalene*2-carboxylic acid methyl ester; 

Nl-(cyanomethyl)-N2K3-methyl-4-{4-[4K2,2,2-trifluoroethyl)pi^^^ 
yl]phenyl}isothiazol-5-yl)-L-leucinamide; : 

5 Nl-(cyanomethyl)-N2-{3-methyl-4-[4-(4-propylpiperazin.^ 
y] }-L-]eucinainide; 

N2-{4-[4-(4-acetylpipera2iri-l-yl)phenyl]-3-methylisothiazol-5-yl}-Nl- 
(cyanomethyiy-L-leucinamide; 

Nl-(cyanomethyl)'^N2<3-methyl-4-{4-[4^(methylsulfonyl)pi^^^ 
10 y]]pheny]}isothia2ol-5-y]>L-leucinamide; 

N2-{4-[4-(4-tert-buty]piperazin-l-yl)pheny]]-3-methylisothiazol--5-yl}"Nl- 
(cyanomethyl)-L-leucinamide; ; 

Nl-(cyanomethyI)-N2-(4-{4-[(lS,4S)-2,5-diazabicyclo[2.2.1]hept-2-y]3pheny^ 
methylisothiazol-5-yl)-L-leucinamide; 

15 Nl-(cyanomethyl)-N2-{4^[6-(hydrpxymethyl)-2rnaphthyl]-3-methylisoth^ 
L-leucinamide; 

. Nl-(cyanomethyl)-N2-(4-{4-[4-(2-hydroxyethy])piperazin-l-ynphenyl};^ 
methylisothia2ol-5-yl)-L-leuciriaimde 
Nl'-(cyanoiTiethyl)-N2-{4-[4-(4-cyclopropylpiperaz^ 
20 methylisothiazol-S-yl} -L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[4-(2-methoxyethyl)piperazin-l-^^ 
methylisothia2ol-5-y])i-leucinainide; 

Nl-(cyanomethyl>N2-(4-{4-[4-(2-fluoroethyl)pipera2iiirl^yl]phenyl}-3- - 
Tnethylisothiazol-5-yl)-L-leucinamide; 

25 Nl-(cyanomethyI)-N2-(4-{6-[(dimethyIainino)methyl]-2-napht^^^ ^ 
methy]isothiazol-5-yl)-L-leucinamide; 

Nl.(cyanomethyl).N2.{3-methyl-4-[6-(pyrrolidin-l-ylmethyl)-2-n 
5-y] } "L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[4-.(2-hydroxypropyl)piperazin-l-yl]pheny]}-3- 
30 methylisothiazol-5-yl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-£4-(2-hydroxy-2-methylpropyl)piperazin-l-^^^ 
methylisothiazoI-5-yl)-L-leucinainide; 

N2-(4-{4-[4-(2-anilino-2-oxoethyl)piperazin-l-yl]phenyl}-3-methylisothiazol-5-yl)- 
Nl-(cyanomethyl)^L-leucinamide; 
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N2-(4-{4-[4-(2-a]Tdno-2"OXoethyl)piperazin-l-yl]phenyl}-3~methylis^^^ 
Nl-(cyanomethyl)-L-leucinamide; 

N 1 -(cyanomethyl)-N2- { 3-methyl-4-[4-(4-inethylmorpholin-2-yl)phenyl]isothiazol-5- 
yl } -L-leucinamide ; 
5 Nl-(cyanometJiyl)-N2-[3-methyl-4-(4-morpholin-4-ylpheny])isothia2 
leucinamide; 

Nl-(cyanometh)fl)-N2-(4-phenylthien-3-yl)-L-leuciTiarnide; 

Nl-(l-cyanocyclopropyl)-N2>[4-(4-piperazin-l-ylphenyl)thien-3-yl]-L4eudnaiiii 
N 1 -(cyan omethyl)-N2- [ 1 -methyl-4-(4-piperazin- 1 -ylphenyl)- 1 H-pyrazol-3- 
10 yljleucinamide; 

Nl "(cyanomethyl)-N2-[3-methyl-4-(4-piperazin- 1 "ylphenyl)isothiazol-5- 
yljleucinamide; 

Nl^(cyanomethyl)-N2-[4-(4-pipera2in-l-ylphenyl)-l,2,5-oxadiazol-3-yl]leucinamide; 
Nl-(cyanoniethyl)-N2-[4-(4-piperazin-l-ylphenyl)-lH-pyrazol-3-yl]leucinanii 
15 Nl-(cyanomethyl)-N2-[3-methyl-4-(4-piperazin-l-ylphenyl)isoxazol-5- 
yl]leucinamide; 

Nl -(cyanomethyI)-N2- [5-methyl-4-(4-piperazin- 1 -ylphenyl)isoxazol-3- 
yl]leucinamide; 

N l-(cyanomethyl)-N2-(4- { 4-[(methylaniino)methyl]phenyl } thien-3-yl)-L/- 
20 leucinamide; 

N2-(4- { 4- [(tert-buty] amino)methyl]phenyl } thien-3-yl)-Nl -(cyanomethyl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-{[(2,2,2-trifluoroethyl)aniino]methyl}phenyl)thien-3-yl^ 
L-leucinamide; 

25 Nl-(cyanomethyl)-N2-(4-{4-[l-(methyIanruno)ethyl]phenyl}thien-3-yl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[(isopropylamino)mcthyl]phenyl}thien-3-yl)-L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-{[(cyclopropylmethyl)aniino]methyl}phenyl)thien-3-yl]- 
30 L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-{4-[l-(isopr6pylanuno)ethyl]phenyl}thien-3-yl)-L- 
leucinamide; 

Nl-(cyanomethyI)-N2-[4-(4-{[(2S)-2-(hydroxymethyl)pyrrolidin-l- 
yl]methyl}phenyl)thien-3-yl]-L-leucinamide; 
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Nl-(cyanomethyl)-N2-[4-(4-{[(3-pyirolidin-l-ylpropyl)amino]met^^ 
yl] -L-leucinamide; 

Nl-(cyanomethyl)-N2-{4-[4-(lH-imidazo]-l-ylmethyl)pheny^^ 
leucinaixiid^e; 

5 Nl -(cyanoinethyl)-N2- { 4- [6-(4-methylpiperazin* 1 -yl)pyridin-3-yl] thien-3-yl } -L- 
leucinamide; 

Nl-(cyanomethyl)-N2-[4-(6-piperazin-l-ylpyridin*3'yl)thien-3-yl]-L-leucinarni 
. Nl-(cyanomethy])-N2-{4-[4-(trifluoromethyl)phenyI]thien-3-y]}-L-leucinam 

N2'[4-(3-bromophenyl)thien-3-ylj-Nl-(cyanomethyl)-L4eucinamide; 
10 Nl-(cyanomethyl)'N2-[4-(l*naphthyl)thien-3-yl]-L-Ieucinamide; 

N2-(5-acetyl-23 -bithien-4 -yl)-Nl -(cyanomethyl)~L-leucinamide; 

Nl-(cyanomethyl)-N2-(5-methy]-23 -bithien-4 -yl)-L-leucinamide; 

N2-[4'(4-chlorophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinaimde; 

Nl-(cyanomethyl)-N2-[4-(4-fluorophenyl)thien-3-yl]-L-leucinaimde; 
15 Nl-(cyanomethyl)"N2-[4-(2-methylphenyl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-vinylphenyl)thien-3>yl]-L-leuGinaimd 

Nl -(cyanomethyl)-N2-[4-(3-ethoxyphenyl)thien-3-yl] -L-leucinamide; 

Nl-(cyanpmethyl)-N2-[4-(lH-indoI-5-yl)tMen-3"yl]-L-leucinanu 

Nl-(cyanomethyl)-N2-[4-(3-fluoro-2-methylphenyl)thien-3"yl]-L-leucinam 
20 Nl-(cyanomethyl)-N2-[4-(lH-pyrrol-2-yl)thien-3-y]]-L^leucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-methylphenyl)tiiien-3-yl]-L-leucinainid^ 

Nl-(cyanomethyI)-N2-(4'pyridin-3-ylthien-3-yl)-L-leucinamide; 

N 1 -(cyanomethyl)-N2-[4-(4-methoxyphenyl)tWen-3-yl]*L-leucinaim 

Nl-(cyanomethyl)-N2-[4-(5-fluor(>2-methy]phenyI)thien-3-yl3-L-leucinar^ 
25 N2-(33 -bithien-4'yl)-Nl-(cyanomethyl)-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-[4-(3,5-dichlorophenyl)thien-3-yl]-L-leucinarm 

N2- { 4- [3-(acetylaiTdno)pheiiyl]thien-3-yl } 1 '(cy anomethyl)-L-leucinanu 
. N2'[4-(4-bromophenyl)thieji-3-yl]-Nl-(cyanomethyl)-L-leucinainide; 

Nl -(cyanoniethyl)-N2- { 4-[4-fluor6-3-(trifluoromethyl)phenyl]thien-3-yl } -L- 
30 leucinamide; 

N2-[4-(l-benzofuran-2-yl)thien-3-yl]-Nl-(cyanomethyl>L-leucinam 
Nl-(cyanomethyl)-N2-[4-(2-foimyIphenyl)t±iien-3-yl]-L-leucinamide; 
N2-[4-(3-chlorophenyl)tWen-3-yl]-Nl-(cyanomethyl)-L-leucinainide; 
Nl-(cyanomethyl)-N2-[4-(2,4-dichIorophenyl)thien-3-yl]-L-leucinainide; 
35 Nl-(cyanomethyl)-N2-{4-[4-(lrifluoromethyl)phenyl]thien-3-yl}-L-l^ 
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Nl-(cyanoraethyl)-N2-{4-[3-(trifluoromethyl)phenyl]thien-3-yl}-L-leucinanu 

Nl-(cyanomethyl)-N2-[4-(3-fluorophenyl)thien-3'yl]-L-Ieucinamide; 

Nl-(cyanomethyl)-N2-[4-(2-methoxyphenyl)thien-3-yl]-L-leucinamide; 

N2-{4-[3,5-bis(trifluoromethyl)phenyl]thien-3-yl}-Nl-(cyanomethyl)-L~le^^^ 
5 N2-[4-(3-chloro-4-fluorophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-{4-[2-(trif]uoromethyl)phenyl]thien-3-yl}-L-leucinam 

N 1 -(cyanomethyl)-N2- { 4-[4-(methylthio)phenyl] thien-3~yl } -L-leucinamide; 

Nl-(cyanomethy])-N2-[4-(3-f]uoro-4-methoxyphenyl)thien-3-yl]-L-leucinaim 

N 1 -(cyanoinethyl)-N2- [4-(3 ,4-dichlorophenyl)thien-3-yl]-L-'Ieucinamide; 
10 N2-i4-(13-benzodioxol-5-yl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(3,4-dimethoxyphenyl)thien-3-yl]-L-leucinai^ 

Nl-(cyanomethyl)-N2-[4-(3,4,5-trimethoxyphenyl)thien-3-yI]-L-leucinamide 

Nl-(cyanomethyl)-N2-[4-(3-formyl-2-furyl)thien-3-yl]-L4eucinaini 

Nl-(cyanomethyl)-N2-[4-(3-isopropoxyphenyl)thien-3-yl]-L-leucinamide; 
1 5 Nl -(cyanomethyl)-N2-[4-(23-diniethoxyphenyl)thien-3-yl]-L-leucinaim 

Nl-(cyanomethyl)-N2-{4-[4-(trifluoromethoxy)phenyl]thien-3-yl}-L-leucinara 

N 1 -(cyanomethyl)-N2- { 4-[4-(hydroxymethyl)phenyl]thien-3-yl } -L-leucinamide; 

N2-[4-(l ,1 -biphenyl-3-yl)thien-3-yl]-Nl -(cyanomethyl)-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(3-cyanophenyl)thien-3-yl]-L-leucinainide; 
20 Nl-(cyanomethyl)-N2-[4-(lH-indol-5-yl)thien-3-yl]-L4eucinaim 

N2-[4-(5-chloro-2-methoxyphenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinainide; 

Nl-(cyanornethyl)-N2-[4-(2,5~dimethoxyphenyl)thien-3-yl]-L-leucinainide; 

N2-[4-(4-chloro-3-fluorophenyl)thien-3-y]]-Nl-(cyanomethyl)-L-leucinainide; 

Nl-(cyanomethyl)-N2-[4~(3,5-dimethylisoxazol-4-yl)thien-3-yl]-L-leucinainide; 
25 N2-[4-(4-acetylphenyl)thien-3-yl]-Nl-(cyanomethyl)-L4eucinamide; 

Nl-(cyanomethyl)-N2-[4-(4-methylphenyl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-(4-pyrimidin-5-ylthien-3-yl)-L-leucinainide 

N 1 -(cyanomethyl)-N2-[4-(3-nitrophenyl)thien-3-yl]-L~leucinamide; 

N 1 -(cyanomethyl)-N2-(4-phenylthien-3-yl)-L-leucinamide; 
30 Nl-(cyanomethyl)-N2-[4-(3-methoxyphenyl)thien-3-y]]-L-leucinamide; 

Nl-(cyanomethyl)-N2-{4-[2-(hydroxymethyl)phenyl]thien-3-yl }-L-leucinamide; 

N2-[4-(3-aininophenyl)thien-3-yl]-Nl-(cyanomethyl)-L-leucinaimde; 

Nl -(cyanoinethyl)-N2-(4-pyridin-4-yIthien-3-yl)-L-leucinainide; 

Nl-(cyanomethyl)-N2-[4-(4-cyanophenyl)thien-3-yl3-L-leucinaimde; 
35 N2-[4-(l-beii2othien-3-yl)thien-3-yl]-Nl-(cyanomethyl)-L4eucinanu 
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Nl-(cyanomethyl)-N2-(4-quinolin-5-ylthien-3-yl)-L-]eucinamide; 

Nl-(cyanomethyl)-N2<4-quinolin-8-ylthien-3-yl)-L4eucinarmde; 

Nl-(cyanomethyl)-N2-[4-(lH-pyra2ol-3-yl)thien-3-yl]-L-leucinamide; 

Nl-(cyanomethyl)-N2-[4-(5-fluoro-2-methoxyphenyl)thien-3-yl]-L-leudnamide; 

5 N2-[4-(l-benzothien-7-yI)thien-3-yI]-Nl-(cyanomethyI)-L-leucinamide;; 

Nl-(cyanomethyl)-N2-(4-quinolin-6-ylthien-3-yl)-L-leucinamide; 

Nl -(cyanomethyl)-N2-[4-(3-oxo-3-phenylpropahoyl)tMen-3-yl]-L-leucinamide; . 

Nl-(cyanome.thyl)-N2-[4-(3-phenylisoxazol~5-yl)thien-3-yI]-L-]eucinainide;; 

Nl-(cyanomethyl)-N2-[4-(2-naphthyl)thien-3-yl]-L-Ieucinamide; 

10 N-Ccyanomethyl)-2-[(5,5-dimethyl>2-oxo-4-phenyl-2,5-dihydro-3-furanyl)amino]-4- 
methylpentanamide; 

(2S)-N-(cyanomethyl)-4-methy]-2-({4-[4-(l-pipera2inyl)phenyl]-3- 
thienyl } ainino)pentanaiiiide; 

and the pharmaceutically acceptable salts and N-oxide derivatives thereof. 

15 

11. The compound of Claim 1 whierein X is S, and the 
pharmaceutically acceptable salts and Nroxide derivatives thereof. 

12. The compound of Claim 1 1 selected jfrom: 
20 2-{[4-(aminomethyl)-l,l'-biphenyl-4-yl]thio)-N-(cyanomethyl)-4- 

methylpentanamide; 

2-( 1 , 1 -biphenyl-4-ylthio)-N<cyanomethyl)-4-methylpentanamide; . . 

N-(cyanomethyl)-2-{[4'-(hydroxymethy]>l.r-biphenyl-4-yl]thio}-4- 

methylpentanamide; 

25 N-(cyanomethyl)-4-methyI-2-[(4 -piperidin- 1 -yi^ 1 , 1 '-biphenyI-4-yl)thio]pentanamide; 

2-({4-[(benzylamino)methyl]-l,l'-biphenyl-4-yl}ihio)-N-(cyanomethyl)-4- 
methylpentanamide; 

N-(cyanoniethyl)-2-({4'-[(cyclopropylanuno)mcthyl]-l , 1 -biphenyl-4-yl }thio)-4- 
methylpentanamide; 

30 N-(cyanomethyl)-4-methyl-2-[(4'-{[(l-methylpiperidin-4-yl)amino]methyl}-l,l'. 
biphenyl-4-yl)thio]pentanamide; 

N-(cyanomethyl)-2-({4'-[(dicyclobutylaniino)methyl];l,l'-biphenyl-4-yl}thio)-4- 
methylpentanamide; 

N-(cyanomethyl)-2-({4'-[(dicyclopentylamino)methyl]-l,l'-biphenyl-4-y]}thio)-4- 
35 methylpentanamide; 
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N-(cyanomethyI)-2-( { 4 - [(cyclopenty] ami no)methyl]- 1 , 1 -biphenyl-4-yl } thio)-4- 
methylpentanamide; 

N-(cyanomethyl)-4-methyJ-2-f (4-piperazin- l-ylphenyl)thio]pentanamide; 
N-(cyanomethyl)-2-[(3\5 -difluoro- 1 , 1 -biphcnyl-4-y])thio]-4-methylpentanamide;; 
5 2-{ [4-(5-ch]orothien-2-y])phcn\ Ijihio }-N-(cyanoinelJiyl)-4-methylpen^ 
N-(cyanoinethyl)-4-methyl-2- { (4 -(iri fluoromethyl)-! ,1 -biphenyl-4- 
yl]thio}pentanamide; 

N-(cyanomethyl)-4-inethyl-2-f(3 -methyl- 1 , 1 -biphenyl-4-yl)thio]pentanamide; 

N-(cyanomethyl)-4-methy]-2-[{4-quinolin-5-ylphenyl)thio]pentanamide; 
10 2-{ [4-(l-benzothien-3-yl)phenylJthio }-N-(cyanomethyl)-4-methylpentanamide; 

N-(cyanomethyl)-4-methyl-2-[(4-quinolin-S-ylphenyl)thio]pentanamide; 

2- [(4 -cyano- 1 J -biphenyI--4-yl)thio]-N-(cyanoiTiethyl)-4-methylpentanaimde 

N-(cyanomethyl)-4-methyl-2-{[4-(lH-pyrazol-3-yl)phenyl]thio}pentanarnide; 

N-(cyanomethyl)-2-[(5 -fluoro-2 -methoxy-1 , 1 -bipheny]-4-yl)thio]-4- 
15 methylpentanamide; 

2-{ [4-(l-benzothien-7-yl)phenyl]thio}-N-(cyanomethyl)-4-meth3'lpentanainid^ 

N-(cyanomethyl)-4-methyl-2-[(4-quinolin-6-ylphenyl)thio]pentanamide; 

N-(cyanomethyl)-2-[(3 -fluoro-4 -piperazin- 1 -yl- 1 , 1 -bipheny]-4-yl)thio]-4- 

methylpentanamide; 

20 N-(cyanometiiyl)-2-{ [4 -(4-ethylpiperazin-l-yl)- 1 , 1 -biphenyl-4-yl]thio } -4- 
methylpentanamide; 

N-(cyanomethyl)-2-[(3 -ethyl-4 -piperazin-l-yl- 1 , 1 -biphenyl-4-yl)thio]-4- 
methylpentanamide; 

N-(cyanomethyl)-4-methyl'2-[(4-{2-[(4-propylpiperazin-l>yl)carbonyl]-lH-indol-5- 
25 y]}pheny])thio]pentanamide; 

N-(cyanomethyl)-4-methyl>2-[(4-{2-[(4-methylpiperazin-l-yl)carbonyl]-lH-indol-5- 
yl }phenyl)thio]pentanamide; 

N-(cyanomethyl)-4-methylT2-( { 4-[2-(piperazin- 1 -ylcarbonyl)- lH-indol-5- 
yl]phenyl } thio)pentanamide; 
30 N-(cyanomethyl)-2-{ [4 -(4-methoxypiperidin-4-y])-l,l -biphenyI-4-yl]thio}-4- 
methylpentanamide; 

N-(cyanomethyl)-4-methyI-2- { [4-(2-piperazin- 1 -ylpyrimidin-5- 
yl)phenyl]thio Ipentanamide; 

N-(cyanomethyl)-4-methyl-2-{ [4 -piperazin-l-y]-2 -(trifluoromethyl)-l ,1 -biphenyl-4- 
35 yl]thio}pentanamide; 
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N-(cyanomethyl)-l-{[4-(4-ethylpiperazin-l-yl)-l,l'-biphenyl-4- 
yljthio } cyclohexanecarboxamide; 

N-(cyanomethyl)-2-{ [4'-(2,6-dimethylpiperazin-l-yl)-l,r-biphenyl-4-yl]thio}-4- 
methylpentanamide; 

5 N-(cyanomethyl)-2-({4-[5-(2-hydroxyethyl)-4-methyl-l,3-thiazol-2-yl]phenyl}thio)-4- 
methylpentanamide; 

24(4 -acetyl- 1 , r-biphenyl-4-yl)thio]-N-(cyanomethyl)-4-inethylpentanarQide; 

N-(cyanomethyl)-3-(l-methylcyclopropyl>2-[(4-piperazin-l-yl-l,l'-biphenyl-4- 
yl)thio]propanamide; 

10 N-(cyanomethyl)-2-{ [4-(lH-imidazol-4-yl)phenyl]thio}-4-methylpentanamide; 
(2R)-N-(cyanomethyl>4-methyl-2-[(4'-piperazin-l-y]-l,l'-biphenyl-4- 
■ y])thio]pentanamide; 

(2S)-N-(cyanomethyl)-4-methy]-2-[(4-piperazin-l-yl-l,l-bipheny]-4- 
yl)thio]pentanamide; 

15 N-(cyanomethy])-l-[(4-pipera2in-l-yl-l,r-biphenyl-4- 
yl)thio]cyclohexanecarboxamide; 

N-(cyanomethyl)-4-methyl>2-[(4V{[2-(trimethylsilyl)ethy]]sulfonyl)-14'^^^^ 
yl)thio]pentanaimde; 

2-{[4-(4-chlorophenyI)-l,2.3-thiadiazol-5-yl]thio}-N-(cyanoniethyl)-4- 
20 methylpentanamide; 

N-(cyanomethyl)-4-methyl-2-[(3-methyl-l-phenyl-lH-pyrazol-5-yl)thio]pentanamide; 
2-[(4-bromo-3-methyl-l-pheriyl-lH-pyrazol-5-yl)thio]-N-(cyanomethyl)-4- 

methylpentanamide; 

N-(cyanomethyl)-4-methy]-2-[(5-phenyl.4H-l,2,4-triazol-3-yI)sulfanyl]pentanajmde; ■ 
25 N-(cyanomethyl)-4-methyl-2-{[4-(l-piperazinyl)[l,l-biphenyl]-3- 
yl]sulfanyl }pentanamide; 

N-(cyanomethy])-4-methyl-2"{ [4 -(l-pipera2;inyl)[l,l '-bjphenyl3-2- , 
yl]sulfanyl}pentanamide; . 

l-[(2-bromophenyl)sulfanyl]-N-(cyanomethyl)cyclohexanecarboxamide; . 
30 N-(cyanomethyl)-4-methyl-2-{[4'-(l-piperazinyl)[l,l'-biphenyl]-4- 
yl]sulfanyl jpentanamide; 

l-[(3-bromophenyl)sulfanyl]-N-(cyanomethyl)cyclohexanecarboxainide; 
N-(cyanomethy])-l-{ [4'-(l-piperazinyl)[l,l'-biphenyl]-2- 
yl]sulfanyl } cyclohexanecarboxamide; 

-167- 



BNSDOCID: <WO 0206990 1A2_I_> 



wo 02/069901 



PCTAJS02/06533 



N-(cyanomethyl)-l-{ [4 -(l-piperazinyl)[l,l -biphenyl]-3- 
yl]sulfanyl}cyclohexanecarboxamide; and the phannaceutically acceptable salts and 
N-oxide derivatives thereof. 

5 13. The compound of Claim 1 selected from: 

N-(cyanomethyl)-4-methyl-2-[(4-piperazin-l-ylbenzyl)thio]pentananude; 
N-(cyanomethyj)-4-methyl-2- { [(4 -piperazin-l-yl-l ,1 -biphenyl-4- 
yl)methyI]thio Ipentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l ,1 -biphenyl]-4- 
10 yl]amino}pentanainide; 

(2S)-N-(cyanomethyl)-4-methyI-2- { [4 -(l-piperazinyl)[ 1 , 1 -bipheny]]-3- 
yl] amino }pentanamide; 

1- (3-bromoanilino)~N-(cyanomethyl)cyclohexanecarboxamide; 
(2S>N-(cyanomethyl)-4-.methyl-2-{[4-(l-piperazinyl)[l,l-biphenyl]-2- 

15 yl] amino }pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-({4-[2-(4-methyl-l-piperazinyl)-l,3-thiazol-4- 
yl] [ 1 ,1 -biphenyl]-3-yl } amino)pentanamide; 

(2S)-N-(cyanomethyl)-4-methyl-2-({4-[2-(4-methyl-l-piperazinyl)-13-thiazol-4- 
yl][ 1 ,1 '-biphenyl]-2-yI } aniino)pentanamide; 
20 N-(cyanomethyl)-4-methyl-2-({3-[4-(l-piperazinyl)phenyl]-2- 
pyridinyl } oxy)pentanamide; 

(2S)-N-(cyanomethyl)-4-methy]-2-({ 5-[4-(l-piperazinyl)phenyl]-2- 
pyridinyl }amino)pentanamide;; 

2- ([ 1 , 1 -biphenyl]-4-ylmethoxy)-N-(cyanomethyl>4-methylpentanamide 
25 N-(cyanomethyl)-4-methyl-2-{ [4 -(l-pipera2inyl)[l,l -biphenyl]-4- 

y]]sulfonyl }pentanamide; 

N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l,l -biphenyl]-3- 
yl]sulfonyl}pentanamide; , 

N-(cyanomethyl)-4-methyl-2-{[4-(l-piperazinyl)[l,l -biphenyl]-2- 
30 a yl]sulfonyl}pentanamide; 

N-(cyanomethyl)-4-methyl-2-({5-[4-(l-piperazinyl)phenyl]-2- 
pyrimidinyl } amino)pentanamide; 

N-(cyanomethyl)- 1 -{ [4 -( 1 -piperazinyl)[ 1 , 1 -biphenyl]-3- 
yl]amino}cyclohexanecarboxamide; 
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triisopropylsilyl4-[3'Kl-{[(cyanomethyl)amino]carbonyl}-3-methylbutoxy)[l,l'- 
biphenylJ-^-yl]- 1 -piperazi n ecarbox y ] ate ; 

triisopropylsilyl 4-[4Hl-{ [(cyanomethyl)amino]carbonyl}-3-methylbutoxy)[l,l *- 
biphenyl]-4-y]]-l-piperazinecarbo\\'Iatc: 
5 N-(cyanomethyl)-l-{[4Kl-pipcra/.inyl)[],r-biphenyl]-4- ^ 
yl] amino } cyclohexanecarbox a m i dc ; 

N-(cyanomethyl)-4-methyI-2- { [4 -( 1 -piperazinyl)[l,l '-biphenyI]-3- 
yl] oxy } pentankmide ; 

N<cyanomethyl)-4-methy]-2-{[4-(l-pipcrazinyl)[l J'-jbiphenyl]«^^ 
IQ yl]oxy}pentanamide; 

N-(cyanomethylH-{[4Hl-piperazinyl)[l,r-bipheny]]-2- 
yl] amino } cyclohexanecarboxami de; 

N-(cyanomethyl)-4-methyl-2-{ [4'-(l-piperazinyl)[l,r-biphenyl]>2- 
yl]oxy}pentanamide; 

15 N-(cyanoniethyl)-4-methyl"2-{[4-(l-piperazinyl)[ia-biphenyl]-^ 
yljmethyl }pentanamide; 

N-(cyanoniethyl)-4-methyl-2- { [4 -( 1 -piperazinyl) [ 1 , 1 -biphen 
yl]methyl }pentanamide; 

N-(cyanomethyl)'4-methyl-2-{[4Hl-piperazinyl)[ia'-biphenyl]-4- 
20 yl]methyl}pentanamide; 

(2S)-N-(cyanoniethyl)-4-methyl-2<{2-nriethyl^3-oxo-5-[4-(l-pipe 
dihydro-4-pyridazinyI } anuno)pentanaiTiide; 

(2S)-N-(cyanoraethyl)-4-methyl-2-({[4'^(l-piperazinyl)[ia'-biphe^^^ 
y]]methyl } anuno)pentananiide; 

25 (2S)-N-(cyanomethyl>4-methyl-2-({[4'-(l-piperazinyl)[l,l'-biphenyl]-4- 
yl]methy] }aniino)pentanamide; 

■tert-butyl 4-{3'-[(l-{[(cyanomethyl)aniino]carbonyl}-3-methylbutoxy)methyl][14*^ 
biphenylj -4-yI ) - 1 -piperazinecarboxylate; 

tert-butyl 4-{4-[(l-{[(cyanomethyl)amino]carbonyl}-3-methylbutoxy)methyl][14'- 
30 biphenyl]-4-yl}-l-piperazinecarboxylate; 

tert-butyl 4-{2 -[(l-{[(cyanomethyI)aniino]carbonyl}-3-methy]butoxy)inethyl]tl,l'- 
biphenyl]-4-yl }- 1 -piperazinecarboxylate; 

N-(cyanomethyl)-4-methyl-2-{ [4'-(l-piperazinyl)[ia '^biphenyl]-2- 
yl]methoxy } pentanamide; 
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N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l,l -biphenyl]-3- 
yl]methoxy } pentanamide; 

N-(cyanomethyl)-4-methyl-2-{ [4 -(l-piperazinyl)[l,l -biphenyl]-4- 
yl]methoxy}pentanamide; 
5 [(3S)-3-isobulyl-2-oxo-23-dihydroimida2o[2J-a]thieno[3,4-c]isoquinolin-l(llb^ 
yl]acetonitrile; 

[(3S)-3-isobut>^l-2-oxo-23-dihydrofuro[3,2-c]iinidazo[l,2-a]thieno[3,4-e]pyri^^ 
1 ( 1 ObH)-yl]acetonitri.Ie; 

N 1 -(cyanomethyl)-N2-(2,23 3-tetrafluoro- 1 -phenylcyclopropyl)-L-leucinamide; 
10 Nl-(cyanomethyl)-N2-(33,4,4-tetrafluoro-l-phenylcyclopentyl)-L-leucinanu 
Nl-(cyanomethyl)-N2-(2,2-difluoro-5-phenylcyclopentyl)-L-leucinarnide; 
N 1 -(cyanomethyl)-N2-(2,2-difluoro-2,3-dihydro-lH-inden- 1 -yl)-L-leucinamide; 
N 1 -(cy anomethyl)-N2- { 1 -[4-(N,N-dimethylglycyl)phenyl]cyc]opropyl } -L- 
leucinamide; 

15 1- {4-[2-(4-methyl-piperazin-l--yl)-thiazol-4-yl]-phenoxy }-cyclohexanecarboxylic acid 
cyanomethyl-amide; 

2-(biphenyI-3-yloxy)-4-methyl-pentanoic cyanomethyl-amide; 
2-(biphenyl-4-yloxy)-4-methyl-pentanoic cyanomethyl-amide; 
and the phamiaceutically acceptable salts and N-oxide derivatives thereof. 

20 

14. N^-(cyanomethyi)-N^-[3-methyl-4-(4-piperazin-l- 
ylphenyl)isothiazol-5-yl]-L-leucinamide and the pharmaceutically acceptable salts and 
N-oxide derivatives thereof. 

25 15. N^-(cyanomethyI)-N^-(4-{4-[4-(2-hydroxyethyl)piperazin-l- 

yl]phenyl}-3'methylisothiazol-5-yl)-L-leucinamide and the pharmaceutically 
acceptable salts and N-oxide derivatives thereof. 

30 16. (4S)- 1 - { 4-chloro-4 -[(dimethylamino)methyl]-l , 1 -biphenyl-3- 

yl }-N-(cyanomethyl)-4-methyl-L-prolinamide and the pharmaceutically acceptable 
salts and N-oxide derivatives thereof. 
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17. (4S)-l-(4-chloro^"piperaziii-l-yl-l,l'-biphenyl-3-y])-N- 
(cyanomethyl)-4-methyl-L-prolinainide and the pharaiaceutically acceptable salts and 
N-oxide derivatives thereof . 

5 IS. N-(cyanoinethyl)-4-methyl-2-{[4Kl-piperazinyl)[l,l- 

biphenyl]-4-yI]sulfanyl }pentanamide and the pharmaceutically acceptable salts and N- 
oxide derivatives thereof. , 

19. A pharmaceutical composition comprising a compound 
10 according to Claim 1 and a pharmaceutically acceptable carrier. 

20. A pharmaceutical composition made by combining a 
compound according to Claim 1 and a pharmaceutically acceptable carrier. 

-^^ 21. A process for making a pharmaceutical composition 

comprising combining a compound according to Claim 1 and a pharmaceutically 
acceptable carrier. 

22. A method of inhibiting cathepsin activity in a mammal in need 
20 thereof, comprising administering to the mammal a therapeutically effective amount 

of a compound according to Claim 1. 

23. The method according to Claim 11 wherein the cathepsin 
activity is Cathepsin K activity. 

25 ■ • ' 

24. A method of treating or preventing bone loss in a mammal in 
need thereof by administering to the manomal a therapeutically effective amount of a 
compound according to Claim L 

. 25. A method of treating or preventing osteoporosis in a mammal 

in need thereof by administering to the manmial a therapeutically effective amount of 
a compound according to Claim 1. 
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26. A method of treating cathepsin dependent conditions in a 
mammal in need thereof by adnoinistering to the manmial a therapeutically effective 
amount of a compound according to Claim 1. 

5 27. A pharmaceutical composition comprising a compound of 

Claim 1 and another agent selected from: an organic bisphosphonate, an estrogen 
receptor modulator, an androgen receptor modulator, an inhibitor of osteoclast proton 
ATPase, an inhibitor of HMG-CoA reductase, an integrin receptor antagonist, or an 
osteoblast anabolic agent, and the pharmaceutically acceptable salts and mixtures 

0 thereof. 

28. A method of treating osteoporosis comprising a compound of 
Claim 1 and another agent selected from: an organic bisphosphonate, an estrogen 
receptor modulator, an androgen receptor modulator, an inhibitor of osteoclast proton 

5 ATPase, an inhibitor of HMG-CoA reductase, an integrin receptor antagonist, or an 
osteoblast anabolic agent, and the pharmaceutically acceptable salts and mixtures 
thereof. 

29. A method of treating bone loss comprising a compound of 
0 Claim 1 and another agent selected from: an organic bisphosphonate, an estrogen 

receptor modulator, an androgen receptor modulator, an inhibitor of osteoclast proton 
ATPase, an inhibitor of HMG-CoA reductase, an integrin receptor antagonist, or an 
osteoblast anabolic agent, and the pharmaceutically acceptable salts and mixtures 
thereof. 
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